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(57) Abstract 

The present invention relates to peptide derivatives of general formula (I) as well as to pharmaceutical^ acceptable salts thereof. This 
invention also relates to the use of said derivatives as agents which have an anti-oxidising, anti-asthmatic, anti-hypoxy, anti-inflammatory, anti- 
viral, anti-bacterial, lipid-regulating, anti-tumoral, anti-metastatic, glucide-reducing or adaptogenous activity as well as other types of 
therapeutic activities. This invention also relates to a method for producing these derivatives, as well as to a pharmaceutical composition or a 
cosmetic product that contain as an active agent the peptide derivatives of general formula (I) or the pharmaceutical^ or cosmetically 
acceptable salts thereof. This invention also relates to a therapeutic or prophylactic method against various conditions. 



(57) PetfrepaT 

IlpoM3BOflHHe nenTMjctOB oSmew $opMyjibi 

mjih mx $apMaueBTMqecKM npneMjieMbie cojih, mx npMMeHeHMe b Ka^ecTBe 

areHTOB f OGjiaXtaOIXMMJ'l aHTWOKCMflaHTHHM, npOTMBOaCTMaTM^eCKHM, 

aHTPirMnOKCMqeCKMM, npOTMBOBOCnaJIMTejIbHHM, npOTHBOBHpyCHHM, 

aHTM6aKTepMajibHHM, jiwnwflperyjiKpyKHWM, npoTMBOonyxoJieBHM, 

aHTMMeTacTa™ecKMM, caxaponoHM^caiomMM, a^anToreHHLiM vl ^pyrMMK 
BM,n;aMM TepaneBTM^ecKoro ^eMCTBMH, cnocoS mx nojiy^eHMH, 
(JapMaueBTM^ecKan KOMno3MUMH mjim KocMeTM^ecKoe cpeflCTBo, 
BKjiio^aioirtf/ie b Ka^iecTBe aKTMBHoro areHTa npoi43Bo,a;Hoe nenTM^a 
$opMyjibi (I) ero $apMau,eBTMqecKM mjim KocMeTPt^ecKM npMeMJieMHe 

cojik, a Tarae cnocoS Jie^ieHUH kjih npeflOTBpameHMH 3a6ojieBaHMM . 



HCKJIIOHHTEJIbHO flJIfl IJEJIEft HHOOPMAIJHH 



KoflM, Hcnojn^yeMBie jpih o6o3HaneHHH CTpaH-^JieHOB PCT Ha THTyjiBHtix JiHCTax 6ponnop, b kotopmx rry6jiK- 
KyTorca MeacAyHapo^Hfcie 3Bhbkh b co otb gtctb hh c PCT. 



A L Ajl6aHHH 

AM ApMeHHH 

AT ABCTpHH 

AU AscTpajma 

AZ A3ep6aHffwaH 

B A Bochhh h FepperoBHHa 

BB Eapdaaoc 

BE BenBTHH 

BF BypKHHa-Oaco 

BG BojrrapHH 

B J BeHHH 

BR Bpa3HJEHH 

BY Bejiapyci> 

CA KaHa^a 

CF U;eHrpajn»HO-A(J)pHKaHc- 

Kaa Pecny6jraKa 

CG Kohto 

CH IIlBeHi^apHH 

CI KoT-fl HByap 

CM KaMepyn 

CN KirraH 

CU Ky6a 

CZ HemcKan Pecny6jiHKa 

DE repMaHHH 

DK flaHHH 

EE BCTOHHH 

ES HcnaHHK 

FI OHHJIHHffHK 

FR OpanuM 

GA Fa6oH 

GB BejiHKo6pnTaHHH 



GE rpy3M 

GH TaHa 

GN Fbhhba 

GR rpeuHH 

HU BeHrpHH 

IE HpuiaHffHH 

IL H3paHjn> 

IS HcjiaH^HH 

IT HTajnw 

«JP HlIOHHA 

KE Kohha 

KG KnprH3CTaH 

KP KopeiiCKaH Hapoflao-fleMO- 

KpaTHHecKaa Pecny6jiHxa 
KR PecnyftjiHica Kopea 
KZ KasaxcraH 

LC CeHT-JIlOCHH 

LI JlnxTeHmreHH 

LK inpuJIamca 

LR JlHfiepHH 

LS Jlecoro 

LT JlHTBa 

LU JlK>KceM6ypr 

LV JIaTBHH 

MC MoHaKo 

MD Fecnyfomica Mojiflosa 

MG Maaaraocap 

MK BwBraan rorocjiaBCKan 

Pecny6jB3Ka MaKe#OHHH 

ML Maira 

MN Monro jihh 



MR MaBpHTanM 

MW MajiaBH 

MX MeKcmca 

NE Hnrep 

NL HHflepjiaHAM 

NO Hopsenui 

NZ Hosan 3eJiaHffHH 

PL norama 

PT nopryrajiHff 

RO PyMMHHH 

RU PoccHHCKan <I>eflepanHH 

SD Cy«aH 

SE IUbcum 

SG CnHranyp 

SI Cjiobghhh 

SK CjIOBaKHH 

SN CeHeraji 

SZ CBa3HJieHA 

TD Hafl 

TG Toro 

TJ TaffJKHKHCTaH 

TM TypKMeHHcraH 

TR Typqra 

TT TpHHHflaA h To6aro 

UA yxpaima 

UG yrawa 

US CoeAHHeHHBie IE/raTti AMepHKH 

UZ y36eKHcraH 

VN BbeTEBM 

YU K)rocjiaBHH 

ZW 3HM6a6se 
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nPOI/l3BOflHblE riEnTHflOB HJ1H MX OAPMAMEBTMMECKM nPHEMJlEMblE COJ1M, 
CriOCOB HX nOJlYMEHH5R, nPMMEHEHME 14 OAPMAUEBTMMECKAfl KOMn03HI4M« 

OnwcaHwe 

HacTonmee M3o6peTeHne othocmtch k o6JiacTM 6MoopraHM^ecKofi 

XMMMM W, B yaCTHOCTM, KacaeTC^ HOBblX ^MnenTMflHblX M 

nceBflo^MnenTw^Hbix coeflMHeHMM, MMeiomMX b CBoeM cocTaBe 
reTepouHKJiH^ecKyio, Hanprnep, MMM^a30JibHyio mjtm MHflOJibHyio rpynny, 
cnocoGa nojiy^eHMH stmx m m3Bgcthhx coewHeHwii nojio6Horo 
cTpoeHMH r a TaioKe mx npMMeHeHMfl b MejctwuMHe b KaqecTBe 
noTeHUMajibHbix jieKapcTBeHHbix cpejxcTB. 

npe,miiecTByiomnM ypoBeHb TexHMKW 
M3BecTHO, mto BemecTBa nenTHOTOM npwpojau o6jia^aioT bhcokom 
6MOJiorn^ecKOM aKTMBHocrbio. B JiMTepaType onwcaHH pa3JiM^Hbie 
acneKTH flewcTBMH stmx coe,m<HeHMfi : Ha HMMy h h y io cucTeMy, 
BbicBoCo^cjieHMe rMCTaMMHa M3 nepMTOHeajibHbix Ty^Hbix KJieTOK Kpbic m 
6a3o$MJioB ^ejioBeKa [Marone G., Columbo N., Soppeisa L. et al..// 
J. Immunol.- 1984.- v. 133.- N'3.- pp. 1542-1546; Wise J., 
Wojtecka-Lukasik E . , Maslinslci S . // Agents Actions.- 1986.- 
v.18.- W 1-2. - pp. 262-2 65], npo^yKUMio m KaTa6ojiM3M 
npocTarjiaHjiMHa E 2 [Duchateau J., Bolla K.// Med. Oncol. and 
Tumor Pharmacother . - 1989.- v. 6.- N'6.- pp. 19-23] , pa3BMTMe 
ajiJieprwMecKMx peaKUMM HeMeouieHHoro Tuna [8. Muller E., 
Sonnenschein B.// Naturamed.- 1989.- v. 4.- N> 4.- pp. 34-38]. 

OCiomm 3BeHOM b naToreHe3e 6ojibiuoro Kpyra naTOJiorw^ecKnx 
coctohhmm (cTpecc, $M3M^ecKaH Harpy3Ka, pajiMauMH, ajuieprn^ecKMe 
3a6ojieBaHMH, ao?epocKJiepo3 m conyTCTByomie 3a6ojieBaHMH, nopaaceHMe 
ne^eHH pa3JiM^Hon sTMOJiorwM, caxapHbiw fluaOeT vi ^pyrne) HBJiHeTC* 
rwnoKCMH . M3BecTHo , ^to npw rnnoKCMM noBHtuiaeTCjq nepeKwcHoe 
OKMCJieHMe JiMnMjioB (nOJI) , CHHacaeTcn co^epacaHwe iwroxpoMa P-450 m 
aKTMBHOCTb P- 4 5 0 -3aBHCMMbix $epMGHTOB [ Proulx M. , Dusouich P.// 
J. Pharm. Pharmacol.- 1995.- vol. 47.- Iss 5.- pp. 392-397; 
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Barakat M . , du Souich P. //J. Pharm. Pharmacol.- 1996.- vol. 
48.- pp. 906-910]. ripn 3tom noBbiiiiaeTCK aKTMBHOCTb cynepoKCM.13;- 
jXMCMyTa3bi h CHM^caeTCH ccuepacaHwe b ne^eHM rjiyTaTMOHa n 

aKTMBHOCTb rJiyTaTMOHnepOKCMXta3bI . 3tM M3MeHeHMH npHBO^HT K 

noBbiuieHHio KOJiM^ecTBa peaKTHBHbix paxjMKajioB KMCJiopo^a , KOTopbie 
MoryT noBpe^aTb MeM6paHOCBH3aHHbie $epMeHTH, b yacTHOCTM, 
$epMeHTbi CMCTeMbi uMTOxpoMa P-450 [Proulx M., Dusouich P.// J. 
Pharm. Pharmacol.- 1995.- vol. 47.- Iss 5.- pp. 392-397]. nOJI - 
BaacHHM $M3MOJiorM^ecKMM npouecc, fioctohhho npoTeKaiomwM b 
KJieTo^HOM MeM6paHe vl b HOpMG wrpaiomMM BaxcHyio pojib b 

JKM3He,aeHTeJIbHOCTM KJISTOK r HanpMMep npM 6MOCMHT63G 

npocTarjiaH^xHHOB f jiewKOTpneHOB, a TaioKe npn $arouwT03e [Cokojiob 
E. M. CaxapHbiM jwaCeT vl aTepocKJiepo3 . - M.- HayKa.- 1996.- 
405c.]. (XnHaKO Ha <£oHe pa3BMBuieiic^ TKaHeeoM rwnoKCMM stot 
15 npouecc CTaHOBMTCH njioxo ynpaBJineMbiM m o6pa3yeTCH Sojibiuoe 
KOJiw^ecTBO cBo6o,nHo-pa^MKajibHbix coewHeHMM, KOTopbie He ycneBaioT 
HeMTpajiM30BaTbCH . Pa3BMTMe auMfl03a conpoBoacrtaeTCH MHjjyKUKeii 
UMTOxpoMa P-4 50 2E1, KOTopbiM npoHBJineT BbipaaceHHyio aKTHBHOCTb npw 
o6pa30BaHMW nepoKcw^OB smnvwoB, mto b eme Oojibiuen cTeneHM 
20 cnocoficTByeT noBbiuieHMio riOJT [Bestervelt L.L., Vaz A.D.N. , Coon 
M.J.// Proc. Nat. Acad. Sci. USA. - 1995.- Vol. 92.- Iss 9.- pp. 
3764-3768] . HopMajiM3auMH nOJI MoaceT cjiyacMTb Ba^cHbiM KpMTepweM npM 
jie^eHMM Ha3BaHHbix 3a6oJieBaHHM. 

M3BeCTHO r ^TO M3MeHeHMe COCTOHHMH CMCTeMbi UMTOxpoMa P-450 

25 ne^eHM TecHO cBH3aHO c ee aHTMOKCMjiaHTHOM $yHKUnew. M3yMeHne 
jiaHHoro Bonpoca wweeT npMKJiawow xapaKTep, TaK KaK npn MHorwx 
3a6ojieBaHMHx (aTepocKJiepo3, uMppo3, renaTMT, ajiKoroxtM3M m 
j^pyrne) npoMcxo^T pa36ajraHCwpoBKa oOMeHa jinnH,aoB vi KaK 
cjieacTBue SToro noBbiuiaeTCH nepeKMCHoe oicwcjieHHe JinnM^OB (IT0J1) . 

30 I1oKa3aHo, ^to pa3BMTMe sKcnepMMeHTajibHbix ajuieprn^ecKMX 

peaKixi4M (J) opMMpye tch Ha $OHe c HM^ce hm h couepacaHMH TepMMHajibHow 
0KcwreHa3bi m ^ecTa6HJiM3MpoBaHHoro coctohhmh KOMnoHeHTOB 
MOHOOKCMreHa3How CMCTeMbi ne^eHM, oueHMBaeMoro no obHOBJineMOCTM 

UMTOXpOMOB B 5 M P-450 [KpJKeMKOBCKaH B.B. f MajibueB r.IO., MapoKKO 
35 M.H.// 4-m Bcecoio3. cmmfi . no Me.ru 3H3MMOJiorMM . - 1983.- c.137]. 
M3MeHeHMe coaep^aHMH m coothouighmh rpynn umtoxpomob P4 50B m 
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P4 50JI ne^eHM KoppejropyeT c M3MeHeHMeM juiMTejibHOCTM reKceHajioBoro 
cHa, ropMOHajibHoro CTaTyca vl THacecTbio npoHBJieHMM 

aHa^HJiaKTMMecKoro moica y mopckmx cbmhok [MapoKKo H.H., 
Kpace^KOBCKan B.B., MajiHKOBa H.A., M30TOB M.B., BeHe^KTOBa C.A., 
CnnpMxiOHOBa CM.// Biojiji. OKcn. 6moji . Mefl.- 1991.- N«8 . - c. 200- 

202.]. AKTMBaUHH $epMeHTOB CHCTeMbI UHTOXpOMa P-450 MHJiyKTOpaMM 

TMna $eHo6ap6i4Tajia npuBO^T k ocjia6JieHMio TH^ecTM npoHBJieHMM 
SKcnepMMeHTajibHbix ajuieprH^ecKMX peaKiwft [MapoKKO 
Kp^ceMKOBCKafli B.B., MajiMKOBa H . A. , M30T0B M.B., BeHejaHKTOBa C.A., 
CnMpHjiOHOBa CM.// Biojiji. 3Kcn. 6moji. Meji.- 1991.- N'8 . - c. 200- 

202.]. B TO BpeMtt npM BBeneHMM CeHCM6MJIM3MpOBaHHbIM ECMBOTHblM 

MeTi/ipanoHa , MHrwSMTopa cucTeMbi uwToxpoMa P-4 50 m cnHTe3a 
KopTH30jia f oTMe^aeTCH ycHJieHMe 6poHxocna3Ma [Fornhem C, Kumlin 
M., Lundberg J.M., Alving K.// Eur. Resp. J.- 1995.- vol. 8.- 
Iss 7.- pp. 1100-1109; Fornhem C, Lundberg J.M. , Alving K.// 
Eur. Resp. J. -1995 . -vol . 8.- Iss 6.- pp. 928-937.]. CocTOHHMe 

CeHCM6HJTI43aUMM y JIIOfleM VL y SKCnepMMeHTaJIbHblX >KMBOTHbIX 

conpoBOMaeTca CHMJKeHMeM cojcep^aHMH tjhokokopthkomjiob b KpoBM m b 
Mo^e. HopMajiM3auMH kojimmgctbs ropMOHOB Kopbi Ha,nno^eqHMKOB 
npMBOnnT k yjiy^meHMio KJiMHM^ecKOM KapTMHbi 3a5oJieBaHMH y JiiojaeM m 
CHM^ceHHio th^cth npoHBjieHHM a jijreprM^ecKOH peaKUMM y ^mbothwx 
[MapoKKO 14. H., Kp^e^KOBCKan B.B., MajiMKOBa H . A. / /MaTep . Bcec. 
koh$. «UnTOxpoM P-450 vl MOflH$MKaunH MaiqpoMOJie Kyji» . -HjiTa . - 1989.- 
c. 339; Maqapafl3e fl.HI., MapoKKO M.H., Bajia6ojiKHH KDxTMHa 
H.B., MajiMKOBa H . A. / / neflMaTpwfl.- 1994.- N'3.- c. 9-12.], a 
cHM^eHwe mx KOJiM^ecTBa - k mx ycMJieHMio [Fornhem C, Kumlin M., 
Lundberg J.M., Alving K.// Eur. Resp. J.- 1995.- vol. 8.- Iss 
7.- pp. 1100-1109; Fornhem C, Lundberg J.M., Alving K.// Eur. 
Resp. J. -1995. -vol. 8.- Iss 6.- pp. 928-937.]. 

MeTa6ojiMTbi apaxnuoHOBoft KMCJioTbi (AK) , o6pa3yioiuMecR b 
CMcreMe UMTOxpoMa P4 50 oOjiajaaioT pn^oM BaacHbix SMOJiorM^ecKMx 
3$$eKTOB, b qacTHOCTM, cocy,uo- m SpoHXopaciiiMpHiomMM [Knickle 
L.C, Bend J. R. // Mol. Pharmacol.- 1994.- vol. 45.- Iss 6.- pp. 
1273-1280; Quiroga J., Prieto J.// Pharmacol. Therap.- 1993.- 
vol.58.- Issl.- pp. 67-91; Ma Y.H., Gebremedhin D., Schwartzman 
M.L. et al. // Circulation Research.- 1993.- vol.72.- Iss 1.- 
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pp. 126-136], uMTonpoTeKTMBHbiM £eiicTBneM [; Quiroga J., Prieto 
J.// Pharmacol. Therap.- 1993 . -vol . 58 . - Issl.- pp. 67-91], 
noTeHUKipyioT chhts3 npocTarjiaH^HOB E 2 [Carroll M.A.,Balazy M., 
Margiotta P., Falck J.R., Mcgiff J.C.// J. BIOL. CHEM. -1993.- 

5 vol. 268.- Iss 17.- pp. 12260-12266; Sakairi Y., Jacobson H.R., 
Noland T.D., Capdevila J.H., Falck J.R. f Breyer M. D. / / AMER. J. 
PHYSIOL-RENAL. FL. ELECT . - 1995.- Vol. 37.- Iss 5.- pp. F931- 
F939] m xxpyrwMM. npw^eM cocyflopaciimpfliomee aeiiCTBMe AK 
noTeHuwpyeTCH BBe^eHweM $eHo6ap6i4Tajia , H3BecTHoro HHjjyKTopa 

10 MOHOOKCMreHa3HOM cMCTeMbi ne^eHM [Oyekan A.O. // Eur J 
Pharmacol.- 1995.- vol. 277.- Iss 2-3.- pp. 123-132]. Ylpvi 3tom 

P-4 50-3aBMCMMbIM MeTaOOJIHT AK - 5 , 6-3nOKCM3HK03aTpMeHOBafl KMCJIOTa 

(5, 6-EET) noTeHUMpyeT cmht63 vl ceKpeuwio nrE 2 [Sakairi Y . , 
Jacobson H.R., Noland T.D., Capdevila J.H., Falck J.R., Breyer 
15 M. D. // Amer. J. Physiol-Renal . Fl . Elect. - 1995.- Vol. 37.- Iss 
5.- pp. F931-F939.]. nrE 2 MHrwOMpyeT aHa$MjiaKToreHHbiM BbiSpoc 
rwcTaMUHa vl xtpyrwx Me^aTopos anjieprHM vl BocnaueHMH M3 Ty^Hbix 
KJieTOK f c oflHow cTopoHbi. C flpyroM, rwcTaMMH noTeHUMpyeT cmhts3 

TirE2, ^TO paCCMaTpMBaeTCH KaK OflWH VL3 MexaHM3MOB oCpaTHOM CBH3M 

20 npn ajiJieprn^ecKHx vl BOcnajiHTejibHbix peaKUMHx. 

OcoCoe 3HayeHwe b ps3bmtmm aJiJieprw^ecKMx 3a6ojieBaHMM mmsgt 
M3MeHeHHe npoTeKaHMH naToxMMM^ecKOM cTaflwn ajuieprM^ecKHx 
peaKUKM, KOTopan b 3HaqnTejibHOM creneHH onpenejineTCH cocTOHHweM 
KJieTOK-MMiueHew ajiJiepruM 1-ro nopn^Ka (6a30$MjiOB vl Ty^Hbix 

25 KJieTOK ) , BaaCHOM OCOOeHHOCTblO KOTOpblX HBJIHeTCH cnocoOHOCTb K 

HaKonjieHMio m cHHTe3y GwojiormiecKw aKTMBHUx coexiMHeHMH , b 
yacTHOCTM, rvicTaMHHa. IlpM IgE- m/mjim IgG-onocpe^OBaHHOM oTBeTe 
aa aHTMreH MMeHHO stm KJieTKM y^acTByioT b ceKpeuww aKTMBHux 
BemecTB vl onpejgejimoT npoTeKaHHe naTOXHMM^ecKofi $a3bi vl cTeneHb 

30 Bbipa^ceHHOcTM KjiHHM^ecKOM KapTMHbi aJiJieprnw [napKep ^.B./ 
MejinaTopbi: BbicBoOo^meHHe vl $yHKuwn. // B kh. : MMMyHOJiorun . Uojx 
peaaKUMew y. nojia.- M . - Mwp.- 1989.- T.3.- c. 170-247; 
Chakravarty N . K. // In: The mast cell: Its role in heaelth and 
disease. ed. J Pepys.- 1979.- p. 38-46]. BaacHOCTb w3y^eHMH 

35 ceKpeuHM rncTaMHHa Ty^HbiMM KJieTKaMH onpe^ejineTCH Taioice TeM 
$aKTOM, qTo b Ty^Hbix KJieTKax npncyTCTByeT $epM6HT 
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TpaHcrjiyTaMMHa3a (EC 2.3.2.13), ocymecTBJiHiomHH cwHTe3 6ejiOK- 
cBH3aHHoro raMMa-rjiyTaMMJirwcTaMMHa , 5jiH3Koro aHajiora 

npe^JiaraeMbix coeflMHeHMH. noKa3aHo, mto ctmmyjihumh Ty^Hbix KJieTOK 
BH3biBaeT noBbiineHMe aKTMBHOCTM TpaHcrjiyTaMMHa3bi vt ccuepacaHne 
5 6ejioK-cBH3aHHoro raMMa-rjiyTaMMJirwcTaMMHa b Ty^Hbix KJieTKax [Fesus 
L, - Szucs E., Barrett K. et al. // J. Biol. C. Chem.- 1985.- N» 
25.- pp. 13771-13778] . 

noKa3aHo, qTo npw 3a6ojieBaHHHx ne^eHM, HanpwMep, npn 
renaTMTe w unppo3e CHMacaeTCH $yHKUMOHajibHan aKTMBHOCTb cwcTeMbi 
10 uMTOxpoMa P-450 ne^eHM m noBbiiuaeTcn nOJI [Imaoka S., Sugiyama T., 
Taniguchi N., Funae Y . // CARCINOGENESIS . - 1993.- vol.14.- Iss 
1.- pp. 117-121; Debinski H.S., Lee C.S., Danks J. A. , Mackenzie 
P.I., Desmond P.V.// GASTROENTEROLOGY.- 1995.- vol. 108.- Iss 
5.- pp. 1464-1469]. XapaKTepHbie jxsin .aaHHbix naTOJiorHM M3MeHeHHH 
15 CTpyKTypbi m $yHKUMH ne^eHM OTMe^aioTCH y 3KcnepMMeHTaJibHbix 
^cMBOTHbix npw BBefleHMM ^eTbipexxjiopMCToro yrjiepo.ua (CCI4) • 
fleiiCTBHe SToro BemecTBa cBH3aHo c noBpe^eHMeM MeMSpaHHbix 

CTpyKTyp KJieTOK BCJie^CTBMe nOBblllieHMH E[OJI f *iTO HBJI^eTCH OflHMM M3 
$aKTOpOB MHaKTHBaUHH $epMeHTOB CMCTeMbI UMTOXpOMa P4 50 ne^eHM 

20 [Kapil A. , Koul I.B., Suri O.P.// Phytother. Res.- 1995.- vol. 
9.- Iss 3.- pp. 189-193] . 

H3MeHeHMe MeTa6ojin3Ma jninMaoB npvi aTepocKJiepo3e 

B3aMMOCBH3aHO C M3MeHeHMeM COCTOHHHH CMCTeMbI UHTOXpOMa P450 

[Wolfgang GHI , Robertson DG, Welty DF, Metz AL// FUND APPL 
25 TOXICOL . - 1995.- vol. 26.- Iss 2.- pp. 272-281; Remaley A.T., 
Schumacher U.K., Amouzadeh H.R., Brever H.B., Hoeg J.M. // J 
LIPID RES.- 1995.- vol. 36.- Iss 2.- pp. 308-314; Stegeman J.J., 
Hahn M.E., Weisbrod R. , Woodin B.R., Joy J.S. f Najibi S., Cohen 
R.A. // MOL PHARMACOL . - vol. 47.- Iss 2.- pp. 296-306]. 
30 Pl3BecTHO, mto HanOojiee yacTbiM npo^BJieHneM aTepocKJiepo3a HBJineTCH 
MiueMMHecKan 6ojie3Hb cep^ua, cTonman aa nepBOM Mecre b pnjiy 
nppi^MH cMepTHocTM B3pocJioro HacejieHMH njiaHeTbi. O^hmm M3 BewmMx 
HapyuieHMM npw ^hhom 3a6ojieBaHMM npn3HaHO HapyuieHMe jivrnHflHoro 
o6MeHa, Bbipaacaiomeectf b noBbimeHMM co,aep^caHi4M b nJia3Me KpOBM 
35 xonecTepMHa b cocTaBe jinnonpoTeMHOB hm3Kom (JIEtHn) 14 o^eHb hh3koh 
njiOTHOCTM (JinOHFI) f nojiy^MBiiiMX Ha3BaHwe «aTeporeHHbix», c 
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ojxHOBpeMeHHbiM cHMJKeHMeM KOJiM^iecTBa «aHTwaTeporeHHbix» 

jiMnonpoTeMHOB BbicoKOM njioTHOCTM (JiriBn) . 

noKa3aHo r hto M3MeHeane coxtep^caHMH h cooTHOiueHMH jiMnMBOB b 
nJia3Me oTpa^aeT vlk M3MeHeHMH b mgm^p a HHbix cTpyKTypax 
5 napeHxi4MaT03Hbix opraHOB. CocTaB MeuiOpaH KJieTKW, HanpwMep, 
MHKpocoMajibHbix, npflMo 3SBMCMT ot cocTaBa pauwoHa 

SKcnepMMeHTajibHbix pkmbothhx [Wade A., Harred W. // Feder. Proct.- 
1976.- vol. 55.- pp. 2475-2479]. BBe^eHMe 5KHBOTHbiM xoJiecTepHHa 
Bbi3bmaeT HaKonjieHwe ero b MeMbpaHax KJieTOK, yMeHbinaa ee 
10 TeKy^ecTb, hto, b cbojo o^epeflb, npMBOxiMT k i43MeHeHmo 
(|yHKUMOHajibHoro coctohhm^ $epMeHTOB [Buters J.T.M., Zysset T., 
Reichen J. // Biochem. Pharmacol . - 1993.- vol. 46.- Iss 6.- pp. 
983-991; Reichen J., Buters J.T.M., Sojcic Z., Roos F.J. // 
Experientia. - 1992.- Vol. 48.- Iss 5.- pp. 482-486; TaTOHb fl.H. 
15 O^KMpeHHe. naTO$H3MOJiorwn, warHOCTMKa, jie^eHne . - BapuiaBa.- 
nojibCKoe MenMUMHCKoe M3j?aTejibCTBO . - 1981.- 364 c] 

noKa3aHO, ^to npw HHcyjiMH3aBMCMMOM flwa6eTe Hapn^y c 
HapymeHMeM yrjieBO^Horo o6MeHa Bbipa:*ceHO M3MeHeHMe MeTa6ojiM3Ma 

K6TOHOB M 5KMpHbIX KHCJIOT, HTO npMBOflMT K pa36aJiaHCHpOBKe CMCTeMbI 

20 MMKpocoMajibHbix MOHooKCMreHa3 ne^eHM m cnocoGcTByeT eme 6ojibineMy 
HapymeHMio ropMOHajibHoro cTaTyca opraHM3Ma [Shimojo N., Ishizaki 
T., Imaoka S., Funae Y., Fujii S., Okuda K. // BIOCHEM 
PHARMACOL . - 1993.- vol. 46.- Iss 4.- pp. 621-627]. Upvi 3TOM 
Ha6jiiojxaeTCH M3MeHeHMe MeTa6ojiM3Ma jinnM^OB, KOTopoe Bbipa;*ceHO b 

25 noBbimeHMH xojiecTepwHa bo $paKUnax JinHn m JinOHn m CHMJKeHMM 
xoJiecTepMHa bo $paKUMM JITIBn, a TaKJKe 3Ha^HTejibHOM noBbiiueHMM 
nepeKHCHoro o km one huh sivmvinoB [Cokojiob E. M. CaxapHbiw ^wa6eT m 
aTepocKJiepo3 . - M . - HayKa . - 1996.- 405c.]. npn^eM M3M6HeHMfl 
o6MeHa JTHnn^oB npn caxapHOM ^aOeTe npaKTM^ecKM nojiHOCTbio 

30 coBna^aiOT c h 3Me He hm hmm npw aTepocicnepo3e . O^hmm H3 Ba/KHeMiiiMX 
noKa3aTejiew CTa6MJiM3aii,MM naTOJiorwqecKoro npouecca npw ^waSeTe 
HBjiaeTCH co^epacaHwe rjii0KO3bi b kpobm . Pl3BecTHo, mto npaKTw^ecKM 
Bee aHTMflwaCeTMqecKMe npenapaTbi CHM^caioT co,ciep)KaHi4e rJH0KO3bi b 
KpOBM He TOJibKo y SojibHbix jxna6eTOM^ ho h 3,n;opoBbix jrioxieM. 
35 BapKHbiM 3BeHOM b noflflepKaHMM roMeocTa3a BHyTpeHHew cpe^bi 

opraHM3Ma HBjiHe«rcn $arouMT03. OarouMTMpyiomHe KJieTKM npejicTaBJieHbi 
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B OpraHM3Me B SOJIbtllOM KOJIMMeCTBe. K HUM, B ^aCTHOCTM, OTHOCHTCH 

HeMTpo$HJibi nepucfciepmiecKOM KpOBM m MaKpo$arn (M<D) . Aktmbsumr MO 
HBJiHeTCH oahmm H3 aflanTHBHbix MexaHM3MOB roMeocTa3a, 
cnoco6cTByiomHx sjiMMMHauHM naToreHOB, h npoTMBoonyxojieBOM 

5 pe3MCTeHTHOCTM [ MMMyHOJiorna . - non pen. TTojia y.- M.- Mwp.- 1989.- 
t. 3.- c. 202-228; IlajibueB M. A., MBaHOB A. A. MeacKJieTO^Hbie 
B3aHMOneMCTBMH. - M. - Me.ni/mMHa . - 1995.- 224c], M3BecTHO , ^to stm 
KJieTKM HecyT Ha BHeuiHen MeMbpaHe rjiiOKOKopTHKOM.iiHbie peuenTopbi 
[Ma^HCKMM A. H. , IlMKy3a O.PI. KnwHMMecKHe acneKTbi $arouMT03a. 

10 Ka3aHb.- «MArAPMcD».- 1993 . -192c, ] . Ojd^hmm M3 MexaHM3MOB aKTMBauMM 

HeMTpO$MJTOB M MO HBJTHeTCH nOBblllJeHMe COflep^aHM* rJlIOKOKOpTMKOMXCHblX 
TOpMOHOB . 

BblOpOC ropMOHOB KOpbl HajUlOye^HMKOB B KpOBb CJiy^CMT CHPHaJlOM 
K MO0MJIM3aUMM HeMTpO$MJIOB M3 KOCTHOTO M03ra, ^TO HBJl^eTCH 
15 MeXaHM3MOM, COnpnraiOmMM KOCTHbIM M03T CO CTpeCC-JlMMHTMpyKDlUMMM 

peaKUHHMM [MaHHCKMM A.H., nn*:y3a O.H. KjiMHM^ecKHe acneKTbi 
$arou^T03a. Ka3aHb. - «MArAPMcD» . - 1993. -192c.]. 

Il0Ka3aH0, ^TO aKTMBHbie $OpMbI HeMTpO^MJIOB Id 6a30$I4J:OB 

ci4HTe3HpyioT m BbiCBoSo^cjiaioT b 3KCTpauejiJii0JiHpHyK> cpe^y TaKwe 
20 SwojiorH^ecKM aKTMBHbie BemecTBa KaK nepeKMCb BOflopcaa, 
nepoKCMxta3y h npyvvie , KOTopbie HHaKTMBupyiOT jieMKOTpneHbi, 
o6ycjiaBJiHBaiomwe 6poHxocna3M npn ajuieprn^ecKHX 3a6ojieBaHHnx f 
nrpaioT BaacHyio pojib b npoTMBOMH$e kumohhom 3amMTe m no^ep^aHMH 
roivieocTa3a opraHM3Ma [PiMMyHOJiorHH . - noxi pes. noJia y.- M.- Mwp.- 
25 1989.- t. 3.- c. 202-228; Henderson W.R., Jorg A. , Klebanoff S.J. 
// J. Immunol . - 1982.- vol.128.- N ? 6.- pp. 2609-2613]. KpoMe 
Toro, cMMTaiOT [Cokojiob E. M. CaxapHbiM flwa6eT m aTepocKJiepo3 . - 
M. - HayKa.- 1996.- 405c. ], hto oahum M3 KJiio^eBbix 3BeHbeB b 

$OpMKpOBaH14M aTepOCKJiepOTMMe CKOM 6JIHUIKM HBJTHeTCH TpaHC$OpMaUHH 

30 MaKpo$aroB, npw noTpeCneHMM ^cwBOTHbiMn noBbiuieHHoro KOJiM^ecTBa 
xojiecTepwHa w, KaK cjie,ncTBMe, HapyuieHMe $yHKUMOHajibHoK 
aKTHBHocTH MaKpo$aroB r b qacTHOCTM, KJieTOK Kyn$epa [Rexualey 
A.T., Schumacher U.K., Amouzadeh H.R., Brever H.B., Hoeg J.M.// 
J LIPID RES.- 1995.- vol. 36.- Iss 2.- pp. 308-314.]. 

35 W3BeCTHO, MTO npOUeCC 06pa30BaHMH M pa3BMTMH MeTaCTa30B BO 

MHoroM onpejaejineTCH coctohhmgm BHyTpMCOcy^MCTofi CBepTbiBaeMOCTM 
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KpoBM f a b pe3yjibTaTe pasBHTMH onyxojieBoro 3a6ojieBaHMH m pnaa 
conyTCTByiomMx $aKTopoB aKTMBMpyea?cn cBepTbiBaioma« cMCTeMa kpobm. 
noKa3aHO, qTO nppiMeHeHMe aHTHKoaryjiHHTOB cnoco6HO BoccTaHOBHTb 
pa36ajiaHCHpoBaHHOCTb cBepTbiBaiomeH m aHTMCBepTbiBamen cncTeM kpobm 
[BypoB 10. B., CwpKMH A.E., KMH3MpcKHH A.C., KopoJieBa A.M // 
XMMMKO-$apMaueBTMMecKoe npow3BOflCTBO. - 063opHan MH$opMaunH.- 
1992.- Bbin. 11.- 42 c] . . 

AKTWBHOCTb HeHTpO^MJIOB KpOBM npM THECeJIblX MH$eKUI4HX pe3KO 

cHH3KaeTca r ^to MOHceT cTaTb npn^MHOM reHepajiH3aunM mh$skumm f a 

nOBblllieHHe MHCJia aKTMBMpOBaHHblX $arOUMTOB, K KOTOpbIM OTHOCHTCH 

HeHTpo^iMjibi nepw^epM^ecKOM kpobm vl nepMTOHeajibHbie MaKpo^arn, 
yBejiM^MBaeT BepoHTHOCTb HeocjioscHeHHoro Te^eHMH CaKTepnajibHOM 
MH^eKUMM [ManHCKMM A.H., TlHKy3a O.W. KjiMHMMecKMe acneKTbi 
^arouMToaa. Ka3aHb . -«MArAPM<D» . - 1993 - -192c. ] . B npHMoft cbh3M c 
15 3^$eKTaMM aKTMBamiM HeMTpo$njioB m MaKpo$aroB HaXOJtMTCH 
aHTHMMKpoOHan t aHTHBMpycHan vl npoTMBOonyxojieBaH 3amnTa 
opraHH3Ma. 

M3BecTHbi coewHeHMH, P-aJiaHHJirMCTaMHH m y- 

aMHHo6yTMpMjirMCTaMMH f cooTBeTCTByiomHe o6meM $opMyjie (I), 

20 o6jiaxiaiomMe aHTMOKCM^aHTHOH aKTMBHOCTbio in vitro, a Taicace 
paHO3a^cMBJiHi0iueH H aHTMKaTapaKTaJibHOM aKTMBHOCTHMM f nojryueHHbie 
MeTO^aMM KJiaccH^ecKOM nenTM^HOM xmmmm [EBCTwrHeeBa P.n., 
^ejiTyxMHa r.A., Orpejib C.A., He6ojibCMH B.E. /CnHTe3 
nceB^onenTM^OB Ha ocHOBe GMoreHHbix smmhob - / / X[okji. AH CCCP.- 

25 1995.- t. 345.- N'4.- c. 493-495; Mc Caman M. W., Stetzler J . , 
Clark B. / Synthesis of y-Glutamyldopamine and Other 
Peptidoamines in the Nervous System of Aplysia californica.// J- 
Neurochem. - 1985.- vol. 45.- N ? 6.- pp. 1828-1835; EBCTMrHeeBa 
P.TK, ^CeJiTyxMHa r.A., AreeBa E.A., Ea6MKaeB M.A. 

30 /JlMnOnepOKCMfla3HaH aKTMBHOCTb KapH03HHa M KapUMHMHa . // flOKJI. AH 

CCCP.- 1993.- t. 333. - N' 1.- c. 104-106], a Taicace 
$epMeHTaTMBHbiM cnoco6oM - nyTeM coqeTaHMH aMHHOKHCJioTbi h 
rwcTaMMHa b npwcyTCTBMM $epMeHTa TMna rnxupojiasbi [Patent Fr.- 
2701947.-02.09.94.] . 
35 HanOojiee 6jim3kmmh no cTpyKType k 3anBJiHeMbiM coe^MHeHMHM 

XtMnenTMXtHOH npHpOJIbl HBJIHIOTCH 3$MpbI N-aUMJlbHbIX npOMSBOJIHblX y~ 
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rjiyTaMMJijiMnenTHXtOB nojiy^eHHbie b naTeHTe [ Patent US.- 4568489.- 
04.02.86] DCC-MeTOflOM, ojiHaKO w3BecTHO, mto DCC-MeTO,n, 
ncnojib3yeMHM ^jih nojiy^eHWH ^aHHbix coeflUHeHww MoaceT npwBojiMTb k 
no6o^HbiM peaKUHHM no i/iMHfla30JibHoit w MHtfOJibHOM rpynnaM [IIIpe,aep 
5 3., JIioSKe K. nenTMjntu. - M. - Mnp.- 1967.- c. 24 9]. B 3aflBKe [WO 
95/12581.- 11.05.95.- CI C07D 233/64.- A61K 31/415.- 7/42] 
pacKpbiTbi nceBxtonenTM^Hbie npoflyKTti, MMeiomne MMM^asojibHyio rpynny, 

ObJiajiaiOmHe aHTMOKCMflaHTHfcJMM CBOMCTBaMM . OflHaKO, HW B OflHOM M3 

BuuieyKa3aHHbix pa6oT He pacKpbiTbi npeanaraeMbie HOBbie 
10 MMMna30Jicojiep^:aiUMe npon3BO,aHbie wneriTwiOB, mbtojiukvl mx CMHTesa m 

UIMpOKMM CneKTp MX ,aeMCTBI4H. 

OnncaHHe M3oOpeTeHMH 

15 B HacTo^meM M3o6peTeHMM npejuioaceHbi HOBwe nceBxconenTMjibi 

oOmen $opMyjibi (I) : 

Ri-CCHaJn-CONH-CH-tCH^Rs (I), 
I 

20 R 2 

vum hx ^apMaueBTM^ecKM npneMJieMbie cojim, rue Ri npe^CTaBjineT 
coCom a tom BOflopofla hjih Ci-Ca-yrjieBo^opojaHbiH paawKaji, 3aMemeHHbiH 
4>yHKUMOHajibHOM rpynnoM, Bbi6paHHo£i M3 aMMHO— r Ci-Cs-aMMflO-, C1-C7- 

25 ypeTaHO- vlsivl KapSoKCMJibHOM rpynn, npn^eM Kap6oKCMjibHan rpynna 
MOJKeT CbiTb 3TepM$nunpoBaHa f a aMMHO rpynna MoaceT ObiTb 3aMemeHa 
auwjibHbiM 3aMecTMTejieM mjim 3$wpoM yrojibHOM kmcjtoth; wjim Ci-C 3 
yrjieBO^opo^HbiM pajwicaji, o^HOBpeMeHHO 3aMemeHHbiM aMMHO- m 
KapCoKCMJibHOM rpynnow, npw^eM Kap6oKCMjibHa« rpynna MoaceT 6biTb 

30 3Tepn$MUHpOBaHa f a 3mmho rpynna MoaceT 6biTb 3aMeiueHa amuibHUM 
3aMecTMTejieM mjim s$npoM yrojibHOM kmcjiotu; hjim Ci-C 3 - 
yrjieBOAopojjHbiM pawicaji, 3aMemeHHbiw MHflOJibHbiM ocTaTKOM mjim 5-6 

^iJieHHOM HaCbimeHHOM MJTM HeHaCbllUeHHOM UMKJTM^eCKOM HJIM 

reTepouwKJTM^ecKOM rpynnon, npw^eM yrjieBOjjopo.ruibiM pa^HKaji MO^eT 
35 coflep^caTb ojotHOBpeMeHHo aMMHorpynny cBo5owyio mjim . 3aMemeHHyio 
auMJibHbiM 3aMecTMTejieM mjim 3$npoM yrojibHOM KMCJioTbi; R 2 
npejicTaBjiHeT co6om stom BOflopo.ua mjim <J>yHKu,MOHajibHyio rpynny, 
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BbiCpaHHyio H3 KapOoKCMJia, KOTopuw MoaceT CbiTb 3Tepw$MUMpoBaH; R 3 
npe^cTaBJiHeT coSom hhhoji vljivl ero MeTMJibHoe m/mjim rwjipoKcmibHoe 
npoM3BoxtHoe f npw^jeM rnnpoKcmibHa^ rpynna MO^eT SbiTb auwjiMpoBaHa, 
ajiKMJiPipoBaHa vijivl apajiKHJinpoBaHa; 5-6 ^JieHHbie HacbiiueHHbie w 
5 HeHacbimeHHbie li,h k jim y e c km e m reTepouMKJiwqecKHe rpynnbi, coaepacamMe 
KMCJiopo^, cepy m/mjim 1-3 aTOMa a30Ta, mjtm wx MeTMJibHbie 
npoM3BO^Hbie; aTOM BO^opo^a hjiw Ci-C 3 -yrjieBO,aopoflHbiM pa^Kaji, 
3aMemeHHbiM $yHKUMOHajibHOH rpynnofi, Bbi6paHHOH H3 aMMHO- , C1-C5- 
aMMjio-, Cx-Ci-ypeTaHo- hjim KapboKCMJibHoft rpynn, npn^eM 
10 KapOoKCKJibHan rpynna mojkct 6biTb 3TepM$MUMpoBaHa ; a smmho rpynna 
Mo^ceT 5biTb 3aMemeHa aumibHbiM 3aMecTMTexieM mjim 3$npoM yrojibHOM 
KHCJiOTbi; mjih C1-C3 yrjieBOflopo^HbiM pa^MKaji, oflHOBpeMeHHO 
3aMemeHHHM aMUHO- m Kap6oKCHJibHofr rpynnoM, npn^eM Kap6oKCMJibHan 
rpynna MCOKeT 6biTb 3Tepw$wuMpoBaHa, a aMMHO rpynna MoaceT ObiTb 
15 3aMemeHa auwibHHM 3aMecTMTejieM mjim 3$wpoM yrojibHOM kmcjioth, n=0- 
4, m=l-5, npM ycnoBHH, ^to Kor.ua Ri=-NH 2/ n=2-3, m=l , R 2 =H, to R 3 
He o3Ha^aeT -4-HMMxna30JiMji f -3- (5-OMe-wHflOJiMJi) , -3-(5-OH- 
MHflOJiwji) ; Kor.ua Ri=-NH 2 , n=4-5, 01=1, R2=-H, to R3 He 03Ha^aeT -4- 
MMM^asojiHJi; Korjia Ri=-NH 2 , n=2-3 , m=l , R 2 =-COOH, to R 3 He 
20 03HayaeT ~4-MMHj5a30Jimi; Kor.ua Ri=-NHC0CH 3 , n=2, m=l, R 2 =-H, -C00H, 
to R3 He 03Ha^aeT -4-MMM^a30JiMJi; Korjia R x = HOOC-CH (NH 2 ) -, n=2, 
m=l, R 2 =H / -C00H, to R 3 He 03HaqaeT -4-MMM.na30J[i4Ji f -3-MHXtojiMJi, - 
3- (5-OH-hh^ojihji) ; Kor^a R x = HOOC-CH (NH 2 ) n=l, m=l, R 2 =-C00H, to 
R 3 He 03HanaeT -4-i4MW.aa30.nHJi; Kor.ua Ri= NH 2 -CH ( [CH 2 ] k C00H) -, n=0, 
25 k=l-2, 111=1/ R 2 =COOH, to R 3 He 03Ha^aeT -4-MMMna30JiMJi / Korxta Ri= 
NH 2 -CH ( [CH 2 ] 2 C00H) n=0, 111=1, R 2 =H, to R 3 He 03Ha^aeT -4- 
MMM^a30JiHJi f Kor.ua Ri= CH 3 -C0NH-CH (C00H) - , n=l, m=l, R 2 =H, to R 3 
He 03HayaeT -4-MMMfla30JiMJT, -3-mh^ojimji, -3- ( 5-0H-mh^ojimji) ; 

Kor.ua Ri= CH 3 CONH-CH (COOH) -, n=2, m=l, R 2 =-C00H, to R 3 He 
30 03HayaeT -3-hhjrojihji; Kor.ua Ri= CH 3 C0NH-CH (CH 2 C00H) n=0, m=l, 
R 2 =H, to R 3 He o3Ha^aeT -4 -nMM.ua 30 jimji, -3-mh.uojimji, -3- ( 5-0H- 
mh.uojimji) ; Kor.ua Ri= Ry-NH-CH (Rx-CH 2 -) -, n=0, m=l, R 2 =-COOH, r,ue 
Rx= -4-MMMfla30JiMJi, -3-mhuojimji, Ry= Boc-, Z-, H-, to R 3 He 
03Ha^aeT -4-MMM.ua30.nMJi, -3-mh.uojimji; Kor.ua Ri= o- ,m, -17-C5H4N-, 
35 n=0, m=l, R 2 =H, to R 3 He 03HaqaeT -3-mh«ojtmji; -3- ( 5-OMe- 
mhjjojimji) ; Korjja Ri=-C00H, n=l-2, m=l, R 2 =-C00H, to R 3 He 03Ha^aeT 
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-3-mh.tojiwji; Korxta R x -CO- = pGlu- n=0, m=l, R 2 =H, -COOH, -COOCH3, 
to R3 He 03Ha^aeT -4-MMM,na30JiMJi; Kor.ua Ri-CO- = pGlu-, n=0 , m=l, 
R 2 =COOH, to R3 He 03Ha^aeT -3-mhjxojimji; Korfla R L -CO- = Pro-, n=0, 
m=l , R 2 =H f to R 3 He o3Ha^aeT -4-MMM,ua30JiMJi; Kor.ua Ri-CO- = Pro-, 
5 n=0, m=l, R 2 =C00H, to R 3 He 03HanaeT -4-MMMfla30JiMJi, -3-mhsojimji, 
oOJia^aiomHe aHTMOKCHflaHTHbiM, aHTMpajsMKajibHbiM, jiMnKAperyjiMpyioii^M, 
rpinorjiMKeMM^ecKMM, npoTMBOBOcnajiMTejibHbiM, aHTwarperaHTHbiM, 
MMMyHOMOjayjinpyiomMM, aHTMajuieprM^ecKMM, aHTMrwnoKCMHecKMM, 

aHTMaTepocKJiepoTMMecKMM, XtencTBueM, a TaKace cnoco6HOCTbio 

10 MHJtyUMpOBaTb CHCTeMy UHTOXpOMa P-450, MOflyJlMpOBaTb MeTa60JIM3M 
apaXMflOHOBOH KMCJIOTbl, TOpMOHOB KOpbl HaflnO^e^HMKOB , CHM5KaTb 

co,aep>KaHHe vl aHTMreH-3aBMCMMyio ceKpeunio rwcTaMMHa 

nepMTOHeaJIbHbIMM Ty^HblMK KJieTKaMM, MOJiyJIHpOBaTb aKTMBHOCTb 

MaKpo^aroB, HaTypajibHbix KHJiJiepoB, cmctbmy MHTep$epoHa 

15 (UMTOKMHOB) , a TaK^e aKTMBHOCTbK) B OTHOUieHMM ycTpaHeHMfl 

npM3HaKOB m npe^ynpe^eHMH acTMu m 3M$M3eMbi jierKMx, 

p a H O 3 a 2KM B Jl HIOIUHMM CBOMCTBaMM, aKTMBHOCTbK) B OTHOUieHHM yCTpaHeHMH 

npM3HaKOB nopa^ceHMH kohui, HanpMMep, ncopna3a, 3K3eMbi, 

BapMK03H0r0 paCUJMpeHMH BeH, aKTMBHOCTbK) B OTHOIIieHMM 

20 npexiynpe^eHMH jiHC$yHKUMOHajibHbix paccTpowcTB, b tom HMCJie yrpo3bi 
BbiKM .ubima r ,uMc$yHKUMOHajibHbix MaTO^Hbix KpoBOTeyeHMM , aMeHopew, a 

TaKJKe aKTMBHOCTbK) B OTHOilieHMM yCTpatieHMH npM3HaKOB MUieMMMeCKOM 

6ojie3HM, oacMpeHMH f caxapHoro jxvLa6e r ra r renaTonpoTeKTopHbiMM 

CBOMCTBaMM , aKTMBHOCTbK) B OTHOUieHMM yCTpaHeHMH pa JIMaUMOHHblX 

25 nopa^eHMM, nopaaceHMM ne^eHM, b tom ^iMCJie tokcmhcckmx, renaTMTa, 
UMppo3a, ajiKorojiM3Ma, cnoco6HOCTbio npextynpeacuaTb pa3BMTMe m 

yCTpaHHTb npM3HaKM repOHTOJlOTM^eCMX M3MeHeHMM t B TOM ^MCJie 
KaTapaKTbl, M3MeHeHMM KOECHblX nOKpOBOB, CTap^eCKMX nCMX030B, 

0ojie3HeM AjibureMMepa m napKMHCOHa, aHTMOaKTepMaJib hoh m 

30 npOTMBOBMpyCHOM aKTMBHOCTbK), B TOM ^MCJie IlpOTMB BM^-MH^eKUMM , 

npoTMBOonyxojieBOM m aHTMMeTacTaTMyecKOM aKTMBHOCTbK) r b tom ^MCJie 
npM mx coMeTaHHOM npMMeHeHMM c UMTOCTaTMKaMM m pa^MOTepanMen, a 
TaK^ce nojie3Hbie b KayecTBe a^anToreHa kjix. npecnojieHMH cTpeccoBbix 

COCTOHHMM , B TOM ^MCJie T^KeJIOM $M3M^eCKOM Harpy3KM . 

35 Ilpextno^iTMTejibHbiMM coe^MHeHMHMM HacTonmero M3o6peTeHMH 

hbjihiotch nceB.no.aMnenTMflbi o6mew $opMyjibi 
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Ri-(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 
I 

R 2 



rue Ri=NH 2 -, n=2-^5; Ri=HOOC-, n=l-i-4; R^Rz-OCO-, n=l-M , Rz= -H 
HJiM C1-C3 yrjieBOflopoflHUM pawKaji; Ri= HOOC-CH 2 - (CH3) C (Rv) n=l, 
Rv= H,OH,CH 3 ; Ri= C 6 H 5 CH 2 ~OCO-NH-, n=2^3; R x = Rx-CONH-, 11=2-4-5, Rx= 
C1-C3 yrjieBonopo^HbiM pajwicaji; Ri=CH 3 CONH-CH (COOH) n=l+2; Ri= 

10 CH 3 CONH-CH( [CH 2 ] k COOH) -, n=0, k=l-5-2; R x - NH 2 -CH ( [CH 2 ] k COOH) - # n=0, 
k=l*2; R L = HOOC-CH(NH 2 ) -, n=l-5-2; R a = CH3OOC-CH (NH 2 ) n=l-K2; R x = 
(CH 3 ) 3 C-OCONH~CH (COOCH 2 -C 6 H 5 ) - , n=l+2; R x = -4-MMMfla30JiMJi, -3- 
hhhojihji, n=l*3 ; R x = Rb-CH 2 -CH (NHRy) Rb= -4-MMM,na30JiMJi f -3- 
MHjiojiMji, Ry= Boc-, H-, n=0; Ri= -CH 3 , n=3-5; Ri= umkjio-C 6 Hu, 

15 n=0; Ri=o,M A n-C 5 H 4 N- / n=0; Ri~CO-= pGlu-, n=0 ; Ri-CO-= Pro-, 
roMo-Pro-, n=0; 

R 2 =-H, -COOH, -COORz, Rz= -H mjim C1-C3 yrjieBOxiopo^HbiM pa^HKaji, 



R3= 



CH 3 CH 3 H 




-o 



-<□ -o -o o 
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m-l; R 3 =-CH3, m=l- 5 ; R 3= - NH2 

m=0 - 2 , rae R4= _^ _ Q 2 ; ^ H3=-COOH, m=0 -3, R 3 -CH (N H 2} - 

rJiyTapHjirwc-raMMH ( n =3) r „„ 

^KUHHHJlTOCTaMHH ( n -2) 

o 



15 



N" 
H 



0H,C0NH-CH- C H i CH I -co«H-OH 1 -cH 1 - ] ^ „ 



COOH 
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Ta6jiMu,a 1 



No 


Ri 


n 


R 2 


m 


R3 


II 


HOOC- 


2 


H 


1 


— n N 

11 11 (-4-Im*) 
H 


III 


HOOC- 


3 


H 


1 


-4-1 m 


IV 


HOOC- 


4 


H 


1 


-4-Im 


V 




1 

± 


H 


1 

A. 


-4-Im 


VI A 


(CH 3 ) 3 COCONH-CH- 

COOCHiGsHU 


2 


H 


1 


-4-Im 


VI 


CH3CONHCH- 
1 

COOH 


2 


H 


1 


-4-Im 

> 


VII 


HOOC-CH- 
NH 2 


2 


-COOCH3 


1 


-4-Im 


VIII 


HOOC-CH- 
1 

NH 2 


2 


-COOCH3 


1 


H 


IX 


HOOC- 


3 


-COOCH3 


1 


-4-Im 


X 6 


C«H 5 CH 2 OCONH- 


3 


-COOCH3 


1 


-4-Im 


X 


NH 2 - 


3 


-COOCH 3 


1 


-4-Im 


XI 


CH3OOC-CH- 
1 

NH 2 


2 


-COOH 


1 


-4-Im 
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xir 


C 6 H 5 CH 2 OCONH- 


3 


H 


1 


-3-Ind 


XII 


NH 2 - 


3 


H 


1 


-3-Ind 


XIII 


NH 2 - 


2 


H 


1 


-3-Ind 




HOOC- 


3 


H 


1 




XIV 


HOOC- 


3 


H 


1 


R4=-OCH 2 C6H s 


XV 


HOOC- 


3 


H 


1 


R4=-OH 


XVI 


HOOC- 


3 


H 


1 


R4= -OCH 3 


XVII 


HOOC- 


3 


H 


1 


R,=-H 


XVIII 


HOOC- 


3 


H 


1 


R4=-COCH 3 


XIX 


HOOC- 


3 


H 


1 


/ \ 
— N O 

\ / 


XX 


HOOC- 


3 


H 


1 


_/~\ 


XXI 


HOOC- 


3 


H 


1 


-o 

\ f 


XXII 


HOOC- 


2 


H 


1 


u 

1 

CH 3 



JIHCT B3AMEH H3'bHTOrO (nPABHJIO 26) 



WO 99/01103 



PCT/RU98/00215 



16 



XXIII 


HOOC- 


3 


-COOCH3 


1 


u 

S 


XXIV 


HOOC- 


3 


H 


1 


N 

1 

CH 3 


XXV 


HOOC- 


■a 
•j 


XI 

n 


1 


\_/ 


XXVI 


HOOC- 


3 


H 


1 


N vJ 


XXVII 


HOOC- 


2 


H 


2 


/ — 1 

A 1 


XXVIII 


C 2 H s OCO- 


1 


H 


1 


-4-1 m 


XXIX 


o 


0 


H 


1 


-4-Im 


XXX 


o 


0 


H 


1 


-3-Ind 


XXXI 


CH3- 


4 


H 


1 


-3-Ind 


XXXII 


CH3- 


4 


-COOCH 3 


1 


-3-Ind 


XXXIII 


-4-1 m 


1 


H 


5 


CH3- 
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XXXIV 


-3-Ind 


1 


H 


2 


-(NH2)CH-COOH 


XXXV 


-3-Ind 


2 


H 


2 


-NH2 


XXXVI 


-CH(NH 2 )-CH 2 -4-Im 


0 


H 


1 


-COOH 


XXXVII 


-NHCO-CH3 


3 


H 




-4-Im 


xxxvii: 


NH 2 -CH(COOH)- 


1 


H 


1 


-4-1 m 


XXXIX 


NH2-CH(CH 2 COOH)- 


0 


H 


1 


-4-Im 


XL»- b - c 




0 


H 




-4-Im 






0 


H 


1 


-3-Ind 


XLI 


H 








» j 


XLII 


a 

H 


0 


H 


1 


-4-Ind 


XLIII 


H 


0 


H 


1 


-3-Ind 



*Im - HMH,na30^Hji, **Ind - hhijojihji. 
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flajiee, HacTonmee M3o6peTeHwe othocmtch k npwMeHeHMio 
H3BecTHbix coe^MHeHMM $opMyjibi I, rjje, Kor^a Rx=NH 2 -, n=2-3, 
Ri=NH 2 -CH (COOH) n=2, R^CHbCONH-CH {COOH) - , n=l, Ri=CH 3 CONH- 
CH(CH 2 COOH) -, n=0, Ri-CO- =pGlu-, n=0, R 2 = -H, KOiyja Ri=NH 2 - 
5 CH(COOH)-, n=2, R 2 — COOH, 



10 



R 3 =- 



TT N 



NT 
H 



, m=l, KOiuia Ri=NH 2 -, n=2-3, Ri=NH 2 -CH (COOH) 
n=2, R 2 =H, 



15 




, m=l, r^e R 4 = -H, -OH, -OCH 3 , -OCH 2 C 6 H 5 , 



20 



25 



30 



b Ka^ecTBe cpe^CTB, 

KpOMe COeflMHeHMH 
CBOMCTBSMM t KpOMe 



35 



o6jia,aaiomMx aHTHajuieprwqecKMM flewcTBMeM, 

Y-L-rjiyTaMMJirHCTaMHH, paH03a3KMBJlHIOmMMM 

coe^MHeHMH p-ajiaHMJirHCTaMMH f y- 

aMMHo6yTMpHJirMCTaMMH m y-L-rjiyTaMMjirwcTaMMH , MMMyHOMCnyjiMpyioiUHM 
vl aHTMpaxiHKajibHbiM .aeMCTBPieM, 3a MCKJiio^eHMeM coewHeHHM p- 
ajiaHMJirncTaMMH m y-aMMHo6yTMpMjrrHCTaMMH , aHTwrMnoKCM^ ecKHM , 
aHTMOKCHflaHTHbiM in vivo, jiHnM.EcperyjTHpyiomMM, rnnorjiMKeMM^ecKMM ; 
npoTMBOBOcnajiMTeJibHbiM, aHTwarperaHTHUM, aHTwrMnoKCMMecKMM, 
aHTMaTepocKJiepoTMMecKMM, fleMCTBweM, a TaK^ce cnocoGHocTbio 
MH^yuMpoBaTb cMCTeMy u,MToxpoMa P-4 50, MO^yjiMpoBaTb MeTaGojiM3M 

apaXM^OHOBOM KMCJIOTbl, TOpMOHOB KOpbl HaflnO^e^HMKOB , CHMJKaTb 

co^ep^caHMe m aHTMreH-3aBMCMMyio ceKpeumo rncTaMMHa 

nepMTOHeaJIbHbIMM Ty^HblMM KJieTKaMM, MO^yJlMpOBaTb SKTMBHOCTb 

MaKpo$aroB, HaTvpajibHbix KMjuiepoB, cMCTeMy MHTep$epoHa 
(umtokmhob) , a Tam aKTMBHOCTbio b othouighhh ycTpaHeHMH 
npH3HaKOB m npejiynpeKxieHHH acTMbi h 3M$M3eMbi jierKMX, aKTMBHOCTbio 
b OTHomeHMM y CTpaHSHMH npn3HaKOB nopaxceHMH ko^cm, HanpwMep. 
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ncop*ta3a, 3K3eMbi, BapwK03Horo pacumpeHUH BeH, aKTMBHOCTbio b 
OTHouieHMM npeflynpeweHMH jxMc^yHKUMOHajibHbix paccTpowcTB, b tom 
ypicjie yrpo3bi BbiKM^biiua, £wc$yHKiwoHajibHUx mstohhux KpoBOTeyeHMM t 
aMeHopew, a Taioce aKTMBHOcTbio b othouichhm ycTpaHeHMH npw3HaKOB 
3 MiueMHqecKOM 6ojie3HM f c»KMpeHi4H, caxapHoro ^Ma6eTa, 

renaTonpoTeKTopHbiMM cbomctbhmm f aKTMBHOcTbio b othoih©hmm 
ycTpaHeHMH pawaiWOHHUX nopa^ceHMM, nopa^ceHHH ne^eHW, b tom HHCJie 
TOKCM^ecKMx T renaTMTa, unppo3a, ajiKorojTO3Ma f cnocoOHocTbio 
npenynpeacjxaTb pa3BMTwe m ycTpaH^Tb npM3HaKM repoHTOJiorn^ecMx 

0 H3MeHeHMM f B TOM MPICJie KaTapaKTbl, M3MeHeHKH K03KHHX FlOKpOBOB , 

CTap^ecKMx ncnxo30B, 6ojie3Hefi AjibureiiMepa h napKHHCOHa f 

aHTHSaKTepnaJlbHOM W npOTMBOBMpyCHOM aKTMBHOCTbK), B TOM ^MCJie 

npoTMB BMM-MH(JeKUMM , npoTMBOonyxojieBOM w aHTMMeTacTaTwqecKOM 

aKTMBHOcTbio, b tom MHCJie ripn MX COMeTaHHOM npMMeHeHMM c 
5 uwTocTaTMKaMM m pa^MOTepanMeM, a Taicaee nojie3Hbie b KayecTBe 

a^anToreHa juih npeo^ojieHMH cTpeccoBbix coctohhmm, b tom ^ncjie 

TH^cejioM $H3M^ecKOM Harpy3KM. 

HanDoJiee npeflno^TMTejibHbi w3BecTHbie nceBflownenTiiflbi, 

cooTBeTCTByiomMX o6mew <J)opMyjie (I), r^e, Kor.ua Ri=NH 2 -/ n=2-3, 
0 Ri=NH 2 -CH (C00H) -, n=2 , Ri=CH 3 CONH-CH (C00H) 11=1, Ri=CH 3 C0NH- 

CH (CH 2 C00H) n=0, Ri-CO- =pGlu-, n=0, R 2 = -H, Korfla Ri= NH 2 - 

CH(COOH)-, n=l-2, R 2 =-C00H, 

Ra=— n n 

N 
H 

m=l, Koraa Ri=NH 2 -, n=2-3, R!=NH 2 -CH (C00H) -, n=2, 
R 2 =H, 



30 




, m=l, m& R 4 = -H,-OH. 



XapaKTepHbie npwMepbi w3BecTHbix nceBflOwnenTHiioB, 

35 cooTBeTCTByrouiMx oSmen $opMyjie (I) , npejiCTaBJieHbi HHxee: 
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y-L-, D-rjiyTaMMJirMCTaMMH (XLIV, XLV) 



HOOC — CH—CH2—CH2— CONH— CH2CH2 
NH2 



—ji N 



*N' 
H 



P-AjiaHMJirMCTaMMH, n=2; y-AMMHo6yTMpMjirncTaMMH , n=3 (XLVI, XLVII) 



NH 2 - (CH 2 )n- CONH — CH2CH2 



IT N 

D 



N 
H 



y— L— rjiyTaMHJiTpwriTaMMH (XLVIII) 



HOOC— CH — CH2CH2 — CONH — CH2CH2 
I 

NH2 



y-L-rjiyTaMMJicepoTOHMH (XLIX) 



HOOC - CH -CH2CH2 — CONH -CH2CH2 
I 

NH, 



N-AueTMJi-p-AcnapTMJirMCTaMMH (L) 





CH3CONH — CH — CH2-CONH-CH2-CH2 
I 

COOH 



11 N 

O 



H 



N-AueTHJi-a-AcnapiMJiracTaMMH (LI) 



CH CONH--CH-CONH - CH 2 - CH 2 
CH2-COOH 



11 N 

O 



H 



JIHCT B3AMEH H3T>HTOrO (nPABHJIO 26) 



WO 99/01103 



PCT/RU98/00215 



21 



nnporJiyTaMMjirMCTaMMH (LI I ) 



o 




N 
H 



CONH-CH2-CH2 




Eme o^hmm ob^eKTOM ^aHHoro M3o6peTeHMH nBjineTCH cnocoS 
nojiy^eHMH HOBbix m M3BecTHbix nceB^onenTMBOB o5men $opMyjibi I, 



mjih i4x $apMaueBTMMecKM npneMJieMbix cojien, r^e Ri npe^CTaBjineT 
co6om a tom Bo.aopo.na mjtk Ci-C3-yrjieBojjopo,uHbiM pajjHKaji, 3aMemeHHbiM 
$yHKUMOHajibHow rpynnoii, Bbi6paHHow M3 smmho- r Ci-C 5 -aMMXio- r Ci-C-?- 
ypeTaHO- wjiw Kap6oKCHJibHoft rpynn, npn^eM Kap6oKcmibHaH rpynna 
Mo^eT 6biTb 3Tepi4$MU,MpoBaHa f a aMMHO rpynna MoaceT GbiTb 3aMemeHa 
auwjibHbiM 3aMecTMTejieM mjih 3$npoM yrojibHOM kmcjioth; mjim C1-C3 
yrjieBoxiopo^HbiM pajjHKaji, oflHOBpeMeHHo 3aMemeHHbiii aMMHo- h 
Kap6oKCMJibHOM rpynnoft, npn^eM Kap6oKCHJibHaR rpynna MO»eT 6biTb 
3TepM$MUMpoBaHa, a a mm ho rpynna MoaceT 6biTb 3aMemeHa aunjibHbiM 

3aMeCTMTeJieM Main 3$HpOM yrOJTbHOM KMCJIOTbi; mjim C1-C3- 

yrjieBo^opo^HbiM pawKaji, 3aMemeHHbiii MH^ojibHbiM ocTaTKOM vljivl 5-6 
MJieHHOM HacbimeHHOM mjtik HeHacbimeHHon uMKJiM^ecKOM mjim 
reTepouMKJiH^ecKoii rpynnon, np^^eM yrjieBo^opo^HbiM pa,nnKaji MoaceT 
coflepacaTb oflHOBpeMeHHO aMMHorpynny^ CBoCo^Hyio mjim 3aMemeHHyio 
auMJibHbiM 3aMecTMTejieM mjim 3$npoM yrojibHOM kmcjioth; R 2 
npejxcTaBJineT cobow aTOM Bo^opoxta hjim $yHKii,MOHajibHyio rpynny, 

BblCpaHHyiO M3 KapOOKCHJia, KOTOpbIM MO^CeT DblTb 3TepM$MUMpoBaH; R 3 

npextcTaBJineT co6om hhjioji mjim ero Me-rmibHoe m/mjim ri^poKCWJibHoe 
npoM3BOHHoe, npn^ieM rnixpoKCMjibHa^ rpynna MoaceT 6biTb auminpoBaHa, 
ajiKPiJiHpoBaHa mjim apajiKMJiMposaHa; 5-6 HJieHHbie HacbimeHHbie vi 
HeHacbimeHHbie uHKJiM^ecKMe m reTepouMKjiMqecKMe rpynnbi,- co^epacamwe 
KMCJiopofl, cepy m/mjto 1-3 aTOMa a30Ta, vuivi mx MeTHJibHbie 
npoH3Bo«Hbie; stom Bo^opo^a mjtm Ci-C 3 -yrjieBo^opojaHHM pajSHKaji, 



Rr(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 



0), 



R 2 
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3aMemeHHbiM $yHKUWOHajibHow rpynnow, Bbi6paHHOM M3 aMMHO-, C1-C5- 
aMvwo-, Ci-C7-ypeTaHO- vum KapCoKcmibHOH rpynn, npw^eM 
KapCoKCMjibHan rpynna MOJKeT CbiTb 3TepM$nuHpOBaHa f a smmho rpynna 
MO?KeT 6biTb 3aMeiueHa aumibHbiM 3aMecTMTejieM mjim 3$wpoM yrojibHOM 
5 KMCJioTbi; hjim Ci~C 3 yrjieBOBopoxiHbiM pa^Kaji, oflHOBpeMeHHo 
3aMemeHHbiH aMMHo- m KapSoKCMJibHOM rpynnoH, npn^eM Kap6oKCMJibHaH 
rpynna MOJKeT 6biTb 3TepM$MuwpoBaHa , a smmho rpynna MO»eT GbiTb 
3aMemeHa aumib hhm 3aMecTHTejieM vljua 3$wpoM yrojiBHoft khcjioth, n=0- 
4, 111=1-5, BKjiio^aiomMH auHJinpoBaHwe aMMHorpynnbi aMMHOcoe^MHeHMH 
10 o6meM $opMyjibi NH 2 -CH (R 2 ) - (CH 2 ) m~R3, aKTMBMpoBaHHbiM no 

Kap6oKCMJibHOM rpynne coe^MHeHMeM o6men (£opMyjibi Ri- (CH 2 ) n _ COX, vne 
X- aKTHBMpyiomaH rpynna. 

Bojiee jieTajibHo, coe^MHeHMH o5men $opMyjibi (I) nojiy^aioT 
aupuiHpoBaHMeM aMMHorpynnbi aMUHa hjim aMMHOKHCJiOTbi aKTMBwpoBaHHbiM 
15 no Kap6oKCMJibHOM rpynne npow3BOxiHbiM Kap6oHOBOM, ^MKapSoHOBOM vum 
N-3am>imeHHoii aMMHOKHCJiOTbi . 

CwHTe3 wnenwoB m nceB^OflMnenTw^OB, co^ep^Kaim^x N- 
aMMHoauHJibHbiM 3aMecTMTejib , ocymecTBjiHioT KJiaccM^ecKKMPi MeTo^aMM 
nenTHflHow xmmm c npMMeHeHweM, npe^no^THTejibHO, aKTMBwpoBaHHbix, 
20 HanpwMep, N-oKcwcyKUMHMMM^Hbix 3$MpoB. npejinoviTMTejib hmm BapwaHT 
BKJiio^aeT npwMeHeHMe neHTa$Top$eHMjioBbix 3$i4poB, KaK HanSoJiee 

aKTMBHblX M3 HSBeCTHblX . B Ka^eCTBe aKTMBMpOBaHHblX npOM3BO,nHbIX 
JIMKapbOHOBblX KMCJTOT npMMeHHIOT f K3K npaBHJIO , MX UHKJIMMeCKMe 

BHyTpeHHMe aHrn,upi4,abi . 
25 a-AMUHorpynny KapCoiccmibHoro mjim aMMHOKOMnoHeHTa 3ammuaie>T 

pa3JiMMHbiMH o6bi*iHo npwMG h h eMbiMM rpynnaMM, npeflno^TMTenbHO Tpe«r.- 

6yTMJIOKCHKap60HHJIbHOM (BOC~) MJIM 6eH3MJIOKCMKap60HMJIbHOM (Z~) 

3auJLMTHbiMM rpynnaMM. 

a-Kap6oKCWJibHbie ^hkumm rjiyTaMMHOBOM k acnaparMHOBow khcjiot 
30 3amMmaioT, npejuio^THTejibHO, 6eH3mibHoii (Bzl-) rpynnow, a opHHTMHa 
TpeT . ~6yTMJibHOM rpynnow . 

Kap6oKCPuibHan rpynna SMMHOKOMnoHeHTa - rwcTMflMHa b 
coe^MHeHMHX oGmew $opMyjibi (I) Haxo^TCfl b bvljxq MeTMJiOBoro 3$wpa 
mjih ocTaeTCH He3amnmeHHOM. 
35 Cmht©3 coe^MHeHMM, coflep^amwx N-aMMHoauHJibHbiH 3aMecTMTejib, 

npe^cTaBjieH Ha cjieayiomeM cxeMe 1 : 
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CxeMa 1 

CTauM* 1. R y -NH-A-COO-X+NH 2 -B-~>R y -NH-A-CONH-B 
CTaflH^ 2 . R y -NH-A-CONH-B^NH 2 -A-CONH-B 



5 CTa^MH 3 . 




n-R x H-NH 2 -A-CONH-B R y NH-A"-CONH-B 

10 

3.2 3.4 
rv R X H ■ N H 2 -A"-C O N H-B 

15 

Cuawi* 4. n-R x H-NH 2 -A"-CONH-B^NH 2 -A' r -CO-NH-B f 

r^e R y =Boc-, Z-; NH 2 -A-CO- = P -Ala-, y -Abu-, H-L-Glu-OBzl , H-L- 
Asp-Obzl, H-L-Asp (Obzl) -; NH 2 -B=HA, H-His~OH, H-His-OMe, TrpA f 
H-Trp-OMe, 5- (OMe ) TrpA, 5- (OBzl) TrpA; NH 2 -A"-CO=H-L-Glu- , H-L- 
20 Glu-OMe, 

n-R x H = HHal (HC1) , CF 3 COOH, n = 1,2. 

CTaflwio 1 npoBonHT, KaK npaBMJio, b cpejie 6e3BojiHoro 
anpoTOHHoro pacTBopMTeJin , npe^noHTMTejibHo , .m^MeTHJi^opMaMM^a 
(flMQ) , 18-4 8 ^acoB npw KOMHaTHOM TeMnepaType, 3a HCKJiio^eHMeM 
25 nojiyneHM^ jxwnenTMjia Boc-L-Glu (L-His ) -OBzl . nocjie^HMH nojiy^aiOT 
ce^cTBHeM 3-x KpaTHoro n36biTKa Boc-L~Glu (ONSu) -OBzl Ha 
He3amnmeHHbiH L-rMCTMflMH b BOflHo-BMOKcaHOBOM cpe^e (1:1). 
npeMMymecTBOM aaHHoro cnocoba HBJineTCH ynpomemie npouecca 
BCJiexiCTBMe yMeHbiueHMH MMCJia cTaflnw (otcytctbmh Heo6xo < m<iMOCTi4 

30 BBOflHTb M y^aJTHTb C-3aiUWTy rMCTMflMHa) Yl B03M0HCH0CTH nojiy^eHMH 

wneriTpma, cejieKTMBHo 3amwmeHHoro no ootom 143 ^Byx Kap6oKCHJibHHX 
rpynn . 

Ecjih 3TO Heo6xo,iiMMO f npoBOBHT oTmenjieHMe 3amwrHbix rpynn 
npoMeKyTOtjHoro coextMHeHMH R y -NH-A-CONH-B b cootbbtctbmm co 

35 CTaUHHMM 2 M 3 . 
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CTawH 2 npoBojiMTCH jiMiub b cjiy^ae R y =Z-, NH2-A-CO- = P-Ala- 
, y -Abu- nyieM KaTajiMTM^ecKoro rn,uporeHOJiM3a . 

Korsa sto HeoexcmtMo, ocymecTBJiHeTCH cTa^MH 3 b 2-x 
pa3JTM^Hbix Mojxw^MKauMHX npw HajiM^MM b npoMeaeyTO^HOM COeflMHeHMM 
R y -A-CONH-B N a -Boc- h Bzl-rpynn, a hmshho r .hjih npoM3BO,aHbix 
rjiyTaMMHOBofi m acnaparMHOBow kmcjtot. Cnoco6 3.1 3aKJiio^aeTCH b 
auMjiojiMTM^ecKOM oTiuenjieHHM N a -Boc-samwrbi, HanpwMep, fleMCTBMeM 
xjiopMCToro Bo^opo^a b opraHMyecKOM pacTBopnTejie, npewMymecTBeHHo 
jlMOKcaHe, MeTaHOJie vijivl hx cmgcm ; hjiw Tpn$>TopyKcycHOfi khcjiotom c 
nocjiejiyiomMM y^ajieHPieM Bzl-rpynnbi KaTajiMTM^ecKHM rnjiporeHOJTM30M 
(3.2). no cnoco6y 3.3 CHa^ajia npOBOwcfl rw.uporeHOJiPis, a 3ai«eM 
auMjioJTMTH^ecKoe OTiuenjieHMe N a -3amMTbi (3.4). B pe3yjibTaTe 
ocymecTBJieHMH cxaxiHM 3 noJiy^aioT npcuyKTbi b Bvine cooTBeTCTByiomHx 
cojieM . 

npM Heo5xoxtHMocTM nojiy^eHHH ueJieBbix ooenyineHnPi b BM^e 

CBOOO^HblX OCHOBaHMM npOBOflHT CTaflMK) 4 . 

B cjry^ae f ecjiM coejjHHeHMe He co^epacwT He3amwmeHHbix 
Kap6oKcmibHbix rpynn, oho mojkbt 6biTb nojiyneHo b Bwne CBoCoanoro 
ocHOBaHMH ,uo6aBjieHMeM opraHM^ecKoro (Et3N) hjim HeopraHH^ecKoro 
(NaOH) ocHOBaHMH r c nocjie^yiomPiM OT^ejieHweM cojim oToro ocHOBaHMfl 
ot ueJieBoro npojiyKTa . KpoMe Toro, bjih stok uejro mohcho 

HCn0Jlb30BaTb MOHOO6MeHHyi0 XpOMaTOrpa$MK) B COOTBeTCTBM c 

H3BecTHOM MeTojiMKOM [EBCTwrHeeBa P.n., XeJiTyxMHa r.A., Orpejib 
C.A. , He6ojibcnH B.E. / CwHTe3 nceBflonenTii^OB Ha ocHOBe 6noreHHbix 
aMMHOB . / / flOKJi. AH CCCP . - 1995.- t. 345.- N'4 . - c. 493-495]. 

KpoMe Toro, Korea oto HeoSxojiMMO, coenMHeHne b $opMe 
OGHOBaHMH Mo^ceT 6biTb nojiy^ieHO b Bvme cojik nepexojjHoro MeTajuna c 
o6pa30BaHneM xejiaTa. 

M3BecTHoe coewHeHne y-L-Glu-HA [Konishi H., Kakimoto Y. / 
Formation of y-glutamylhistamine from histamine in rat brain.// 
J. Neurochem. - 1976.- vol. 27.- pp. 1461-1463] , HBJiaiomeecH 
MCxo,uHbiM win nojiy^eHHH hoboto npoM3Boj5Horo (V) , MO^ceT 6biTb 
nojiy^eHo onncaHHbiM b jiMTepaType cnocoGoM [Mc Caman M. W. , 
Stetzler J., Clark B. / Synthesis of y-Glutamyldbpamine and 
Other Peptidoamines in the Nervous System of Aplysla 
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californica. / / J. Neurochera.- 1985.- vol. 45.- N« 6.- pp. 1828- 
1835]. N-aueTMJibHoe npow3BO,UHoe y-L-Glu-HA - Ac-y-L-Glu-HA (V), 
MO^ceT 5biTb nojiy^ieHO b cootbbtctbmm c npe£Ji03KeHHbiM b ,uaHHOM 
M3oCpeTeHMH cnocoCoM, npe^CTaBJieHHbiM Ha cxeMe 2. 

CxeMa 2 

flMOKCaH/H 2 0 

AcONp+H-y-L-Giu-HA ► Ac-y-L-Glu-HA 

CxeMa 2 BBejieHMn aueTMjibHOM rpynnbi b flMnenTM^ MMeeT 
npeHMymecTBa no cpaBHeHMK) c ncnojib 30BaHweM N-aueTMJibHoro 
npoM3Bo,iiHoro rjiyTaMMHOBOM KMCJioTbi b Ka^ecTBe wcxoxiHoro npojjyKTa 

fiJIH C03JiaHMH nenTMJIHOM CBfl3M, T.K. yMeHblliaeT B03M0«H0CTb 

paueMM3aunpi . npMMeHeHMe n-HMTpo$eHi4JiaueTaTa npe^no^TMTejibHO no 
cpaBHeHMio c yKcycHbiM anrvmpvinoM, t.k. ero Kcnojib30BaHMe He 
conpoBoraaeTCH no6o*iHbiMM peaKuw^MM no MMM^a30jibH0M • rpynne, 
KOTopbie 3aKJiioHaioTCH b o6pa30BaHMM aueTMJibHoro npoM3BO^Horo no 
j4MMu;a30Jiy m cooTBeTCTByiomeM cojim nocjiejuiero c MOJieicyjiofr 
BbwejiHiomeMCH yKcycHow kmcjtoth. 

CnHTe3 coeflMHeHMM o6men $opMyjibi (I), co^epacamMx octstok 

,UWKap60H0B0i4 KMCJlOTbl, MO^eT 6HTb OCymeCTBJieH pa3JIH*iHBIM*l 

cnocoSaMM, npejino^THTejibHo b cootbgtctbmm co cxeMOM 3, i\ne b 
KaqecTBe C-aKTMBwpoBaHHoro Kap6oKCMjibHoro cog^hhghmh npMMBHHiOT 

ero BHyTpeHHMM UMKJIMqeCKMM B-HWlJlpVlXX • 

CxeMa 3 

O 

CH 2 — C 
I \ 

(CH 2 ) n O + NH2B flMa> JOOC-(CH 2 ) n + 2 -CONHB, 

CH 2 — C 



— N 

rae n=0-l, NH 2 B=HA, H-His-OMe, 
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B cjiy^ae, eonvi noflobHbiM ahivvinpvm He HBJi*eTcn aocTynHUM, 
HanpwMep, jiji* awnwHOBOM kmcjiotbi, cMHTe3 nceB^onenTMBa MoaceT 
6biTb ocymecTBJieH DCC-MeTOjiOM. FLpn stom cHa^ajia npoBOflMTCH 
peaKUMH j^i4Kap6oHOBOM kmcjiotu c DCC npn cooTHomeHMM 2 : 1 
5 MOJik /moji£> , a 3aTeM ,no6aBJiH!0T aMMHOKOMnoHeHT ( 3mmh mjim 

npOM3BOflHOe aMMHOKMCJIOTH) . 

Cmht63 coe^MHeHMM oCiuen $opMyjiu (I), coj^ep^camux N-auMJibHUM 

OCT3TOK XMpHOM KMCJTOTbl, OCymeCTBJIJIIOT XJIOpaHrMXipMXtHbIM MeTO,T(OM. 

HacTOHinee M3o6peTeHMe TaioKe othocmtch k $apMaueBTMyecKOM 

10 hjim KOCMGTM^ecKOM KOMno3MUMM, o6jia,naiomeM aHTMrMnOKCMyeCKMM, 

aHTMOKCHjiaHTHbiM , aHTwpaxiMKajibHbiM, JiMnMjiperyjiMpyiomMM, 

rwnorjiMKeMMyecKMM, aHTMarperaHTHbiM, MMMyHOMOflyjiMpyiouxMM, 

paH03a?KMBJIHK)lUI4M, npOTHBOaJIJieprM^eCKMM , aHTMaCTMaTMHeCKMM, 

npoTHBOBPipycHbiM/ aHTH6aKTepMajibHbiM, npoTMBOonyxojieBbiM, 

15 aHTMMeTacTaTMHecKMM, ajianToreHHbiM ^ewcTBHeM, cnoco6HOCTbio 
MH^yuwpoBaTb cMCTeMy uHToxpoMa P-450 ne^eHM, McnyjiMpoBaTb 

MeTa©OJIM3M apaXMflOHOBOM KMCJTOTbl f ropMOHOB KOpbl HaOTO^e^HHKOB, 

CHM5Kaib coflepxcaHwe m aHTMreH3aBMCMMyio ceKpeuwio rncTaMMHa Ty^HbiMM 
KJieTKaMM f MOjDtyjinpoBaTb aKTKBHOCTb MaKpo$aroB, Ha«rypajibHbix 
20 KMJiJiepoB, cwcTeMy MHTep$epoHa (umtokmhob), a TaioKe npeaynpe^xiaTb 

BblKMflbUUM Vl flMC$yHKli,MOHaJIbHbie MaTO^Hbie KpOBOTe^eHMH r npoHBJieHHH 

caxapHoro waOeTa, oacMpeHMH, MineMM^ecKOM Gojie3HH cepxiua, 
CTpeccoBbix coctohhmh, renaTMTa, unppo3a f tokchmgckmx nopa^ceHwii 
neyeHw, ajiKorojiM3Ma, pajjMauMOHHbix nopaxeHMM, repoHTOJiorwuecKMX 
25 n3MeHeHHM, co^ep>Kamevi b Ka^ecTBe aKTMBHoro areHTa KaK HOBbie, TaK 
vl M3BecTHbie npon3BOflHbie nenTHXia o5men $opMyjibi (I) , rjxe 



R 1 -(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 (I), 
30 | 

R 2 

mjth mx $apMaueBTwqecKM npneMjieMbie cojim, r^e Ri npetfCTaBjineT 
co6om a tom BOflopo.ua mjim Ci-C 3 -yrjieBojiopoflHbiM paxtMKaji, 3aMemeHHbiM 
35 $yHKUMOHajibHOM rpynnow, Bbi6paHHOM H3 aMMHo-, C1-C5-aMM.no-, C1-C7- 
ypeTaHo- mjim KapdoKcmibHOM rpynn, nppi^eM KapOoKCMJibHa* rpynna 
MO^ceT 6biTb 3TepM$wu,MpoBaHa r a a mm ho rpynna MoaceT CbiTb 3aMemeHa 

aUMJlbHBIM 3aMeCTMTeJieM MJIM 3$HpOM yrOJIbHOM KMCJIOTbi; MJIM C1-C3 
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yrjieBO^opo^Hbiii paflMKaji, o^HOBpeMeHHO 3aMemeHHbiM smmho- m 
Kap6oKCMJibHOM rpynnoft, npwueM Kap6oKCMjibHa^ rpynna MoaceT 6biTb 
3TepM$MUMpoBaHa, a aMMHo rpynna MoaeeT ObiTb 3aMemeHa auMJibHbiM 
3aMecTMTejneM mjim 3$wpoM yrojibHOH kmcjioth; mjim C1-C3- 
5 yrjieBo,E;opo^HbiM pa.uMKaji, 3aMemeHHbiM MH^oJibHbiM ocTaTKOM mjim 5-6 
^jieHHOM HacbimeHHOM mjim HeHacbimeHHOM uMKJiMHecKOM mjim 
reTepouMKJiM^ecKOM rpynnow, npw^eM yrjieBo^opo^HbiM pa^MKaji MoaceT 
coxieptacaTb oxiHOBpeMeHHo aMMHorpynny cBo6ojxHyio mjim 3aMemeHHyio 

aUMJIbHbIM 3aMeCTMTeJieM MJIM 3$WpOM yrOJIBHOM KMCJIOTbi; R2 

10 npe^CTaBjineT co6om stom Bo^opofla mjim $y HKUMOHaJib HyK) rpynny, 
BbiGpaHHyio M3 Kap6oKCMJia, KOTopbiM MOjKeT 6biTb 3TepM$MUMpoBaH; R3 
npextcTaBJineT co6om mhhoji mjim ero MeTMJibHoe m/mjim rn^poKCMJibHoe 
npoM3BO,aHoe, npwqeM rM^poKCMJibHan rpynna MOKeT ObiTb au,MJiMpoBaHa f 
ajiKMJiMpoBaHa mjim apajiKMJiMpoBaHa; 5-6 ^jieHHbie HacbimeHHbie m 

15 HeHacbimeHHbie uMKJiMHecKMe m reTepouMKJiM^ecKMe rpynnbi, ccnepacauiMe 
KMCJiopoji f cepy m/mjim 1-3 aTOMa a30Ta, mjim mx MeTMJibHbie 
npoMSBoxiHbie; a-roM Bouopcna mjim Ci-C 3 -yrjieBOflopoflHbiM pajiMKaji, 
3aMemeHHbiM $yHKUMOHajibHOM rpynnoM, Bbi6paHHOM M3 aMMHo-, C1-C5- 
aMMjio- f Ci-C 7 -ypeTaHo- mjim KapGoKCMJibHOM rpynn, npM^ieM 

20 KapboKCMjibHan rpynna MOJKeT 6biTb 3TepM$MUMpoBaHa f a aMMHO rpynna 
mo^t 6biTb 3aMemeHa auMJibHbiM 3aMecTMTejieM mjim 3$wpoM yrojibHOM 
kmcjioth; mjim C1-C3 yrjieBo^opoflHbiM pajiMKaji, ojuhobpbmbhho 
3aMemeHHbiM aMMHO- m Kap6oKCMJibHOM rpynnoM, npw^eM Kap6oKCMJibHan 
rpynna MoaceT 6biTb 3TepM$wunpoBaHa, a aMMHorpynna MOJKeT ObiTb 
25 3aMemeHa auMJibHbiM 3aMecTMTejieM mjim 3$wpoM yrojibHOM KMCJioTbi, n=0- 
4, m=l-5, b 3$$eKTMBHOM KOJiM^ecTBe m ^apMaueBTM^ecKM npMeMJieMbie 
xtoSaBKM . 

OapMaueBTM^ecKMe KOMno3MU,MM HacTonmero M3o6peTeHMH MoryT 
CbiTb Mcnojib30BaHbi b BMjie $apMau.eBTM^ecKMX npenapaTOB (nanpMMep, 
30 b TBep,aoM, nojiyTBep^oM mjim jkm^kom $opMax) , co,nep^amMx coeflMHeHMH 
HacTOHiuero M3o6peTeHMH b Ka^ecTBe aKTMBHbix MHrpeflneHTOB b cmgcm 
c opraHM^ecKMM mjim HeopraHM^ecKMM HOCMTeneM mjim HanojiHMTejieM, 
npMeMjieMbiM fljiH BHyTpwMHineMHoro, BHyTpMBBHHoro r MHTpaHa3ajibHoro f 
nepopajibHoro, cySjiMHrBajibHoro, MHraji^uMOHHoro m MHTpapeKTajibHoro 

35 BBe^eHMH. AKTMBHbIM MHTpejXMeHT MOHCeT 6bITb BKJIIO^eH B 

$apMaueBTwqecKyio KOMno3MUMio BMecTe c oCbiyHo Mcnojib3yeMbiMM 
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HeTOKCMMHbIMM, JapMaueBTM^eCKH npweMJieMHMM HOCMTeJIflMM f npMrO^HblMH 

jcuih M3roTOBJieHMH pacTBopoB, TaSJieTOK, nmiK)Jib r Kancyji, 
cynno3MTopMeB f 3MyjibCHM, cycneH3MM, Ma3en v\ jiioCbix xipyrnx 
jieKapcTBeHHbix $>opM. B Ka^ecTBe HOCMTejieii MoryT 6biTb wcnojib30BaHH 
5 Bojia, rjii0KO3a, jiaKT03a, apaBMPicKan KaMe^b, ^KejiaTMH, KpaxMaji, 
TpMKCMJiMT MarHMH, TajibK, KyKypy3HbiM KpaxMaji , MOMGBMHa m flpyrwe 
HOCMTejiM, npuro^Hbie win. M3roTOBJieHMH TBepflbix, mhpkmx mjim hcm^kmx 
npenapaTOB. ripw stom, b Ka^ecTBe floSaBOK MoryT 6biTb Mcnojib30BaHbi 
CTa6wjiM3aTopbi f 3arycTMTejiM, KpacMTejiM vl OT^yuiKM. 
10 AKTMBHoe uejreBoe coe^MHeHMe bbchht b $apMaueBTM^ecKyio 

KOMno3MUMio b KOJiM*jecTBe flocTaTO^HOM juin nojiy^eHHH Hyraoro 

3$$eKTa B 33BMCMMOCTM OT H030J10rMM f Te^SHMH VL T^^CeCTH 

3a0ojieBaHHH . 

IlpM H3rOTOBJieHMM pa30B0M JIGKapCTBGHHOM $OpMbI, KOJIM^eCTBO 

15 aKTMBHoro HHrpej^MeHTa, Mcnojib3yeMoro b KOMSiiHauMM c HOCMTejieM, 
MoaceT BapbwpoBaTb b 3aBMCMMOCTH ot peuwnMeHTa, noflBepraiomerocH 
jre^eHHio, ot KOHKpeTHoro cnoco6a BBe^eHMH jieKapcTBeHHoro 
cpejzcTBa . 

TaK, HanpwMep, npvi ncnojib30BaHMM coejiMHeHMM HacToamero 
20 M3o6peTeHMH b BM^e pacTBopoB .ujih HHT^eKUMM cojiep^caHHe 
^ewcTByiomero Ha^ajia b hmx cocTaBJineT 0,01-0,03%. B KayecTBe 
pa36aBMTejiH BeuxecTBa MoryT 6biTb wcnojib30BaHbi 0,9% pacTBop HaTpHH 

XJIOpHfla, JlHCTHJIJTMpOBaHHaH BOfla, paCTBOp HOBOKaMHa £JIH VL HTbS K UHM T 

pacTBop PHHrepa, pacTBop rJii0KO3H. ripw Hcnojib30BaHMM coeflMHeHHH 
25 o6men ^opMyjibi (I) b Bi^me TaCJieTOK m cynno3MTopMeB KOJiM^ecTBO 
cocTaBJineT 3,0-30,0 Mr Ha ewHM^Hyio xto3i4poBaHHyio $opMy. fljia 
TaOjieTOK m cynno3MToppteB b KayecTBe JapMaueBTM^ecKoro 
HanojiHMTejiH Mcnojib3yioT jiio6yio ^apMaueBTMqecKM npwrojuiyio ocHOBy. 

fljIH Jie^eHHH 14 npO$MJiaKTHKM 3aCOJieBaHMM VI COCTOHHM, 

30 cBH3aHHbix c ajuieprneM, BOcnajieHMeM, 6poHXMajibHOM acTMoii, 
3M$M3eMOM JierKMx, ncopMa30M, 3K3eMOM, BapMK03HbiM paciiiMpeHHeM 
BeH, flMC$yHKU,MHajibHHMH paccTponcT BaMM , yrpo30H BbEKK jibiuaa , 

MaTO^iHblMM KpOBOTeVieHMHMM , aTepOCKJiep030M, MUieMM^eCKOM 6OJie3HbI0, 
OJKMpeHMeM , CaxapHbIM ZU^aGeTOM, MH$eKUMHMM (BMpyCHbIMM VL 

35 6aKTepMajibHbiMH) , OHKOJiomew, nopaaceHHHMM ne^eHM (renaTMTbi, 

U.MPP03H) , aJIKOrOJlM3MOM, TOKCMHeCKMMM , pa^WaUMOHHblMM , 
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repoHTOJiornuecKHMM nopaaceHMHMM, a Taioce, npn HeoSxoxiMMocTM, 
ycKopeHMH paH03a»cMBJieHMH f ajaanToreHHoro B03jieMCTBHH r MHjctyuMK 
cHCTeMbi uMToxpoMa P-4 50 neyeHM r McayjinuMW MeTa6ojiM3Ma 

apaXMJ50HOBOM KHCJIOTbl, TOpMOHOB KOpbl Ha^nOHe^HMKOB, CHMXteHMH 

5 coflep^caHMH m aHTMreH3aBMCMMoi4 ceKpeuMH rwcTaMMHa ty^hbimm 

KJieTKaMM, MOflyJIttUMW aKTMBHOCTM MaKpO$arOB r HaTypaJItHblX KHJlJiepOB, 

CMCTeMbi MHTep$epoHa (umtokmhob ) , coe^HeHMfl $opMyjibi (I) MoryT 
6biTb BBe,aeHbi nepopaJibHO, MecTHO f napeHTepajibHO, nyTeM MHraJiHUMM 
m peKTajibHO b Bvijxe ejiMHM^Hbix jio3MpoBaHHbix <J)opM, ccaep^amux 
10 cTaH,aapTHbie, HeTOKcmjHbie $apMaueBTi4^ecKK npneMJieMbie HocwTejiw. 
Mcnojib3yeMbiii b HacTonmeM onwcaHnw TepMMH «napeHTepajibHoe 
BBejieHHe» o3Ha^aeT nojiKoacHbie , BHyTpwBeHHbie, BHyTpMMbime^Hbie hjih 

BHyTpHrpy,UHbie MHTdC KUMM MJTH BJIMBaHMn . 

Coe^MHeHMH HacTORiuero M3o6peTeHMH MoryT 6biTb BBexteHbi b 
15 so3ax, cocTaBJiHioimix ot 0,03 no 0,5 Mr Ha 1 kf Beca TeJia b .aeHb, 
b Te^eHMe 5-10 jxnevi no 1 pa3y b ^eHb . 

ripn 3tom cjienyeT oTMeTMTb r ^to KOHKpeTHan ^03a aji* Kaamoro 
KOHKpGTHoro nauweHTa 6yxieT 3aBMceTb ot mhotmx $aKTopoB, BKjno^aH 
aKTMBHocTb .uaHHoro Mcnojib3yeworo coeflMHeHwa, B03pacr, Bee Texta, 
20 floji, oOmee cocTOHHMe 3£Opobbh, vl pejKMM fimtshmh nauweHTa, BpeMH h 
cnocoG BBeneHMH jieKapcTBeHHoro cpejiCTBa, cKopocTb ero Bbme^eHMfl 
M3 opraHM3Ma, KOHKpeTHo Hcnoj[b3yeMyK) KOMGMHauMio jieKapcTBeHHbix 
cpe^cTB, a TaK3Ke Ta^ecTb 3a6ojieBaHMH, no^BepraeMoro jie^eHHio. 

JleKapcTBeHHbie <£opMbi HacToamero M3oCpeTeHMH nojiy^aioT no 

25 CTaHJjapTHblM MSTOflMKaM . 

Cjie^yeT OTMeTMTb , coeTOHeHUH HacTonmero M3o6peTeHMH 
npoHBJiHK>T GwojiorM^ecKyio aKTMBHocTb b £03ax Ha ^Ba-Tpw nopa^Ka 
HM^ce no cpaBHeHMio c M3BecTHbiMi4 npenapaTaMM, McnoJib30BaHHbiMM juih 

CpaBHSHMH r npi4 npaKTH^eCKH O^HHaKOBOM 3$$eKTMBHOCTH VL JJJIH HMX He 

30 BbiHBjieHO OTpwuaTejibHbix no6o^Hbix flewcTBHw m He o6Hapy?KeHO 
npoTMBonoKa3aHMM k npMMeHeHMio. npn stom, npn MCCJiexioBaHMM 
TOKCwqHOCTM He Han^eHa Jlflso/ TaK ksk jjaace npw BBejieHMH ">kvi bot HbiM r 
HanpwMep o^Horo M3 nccjie^yeMbix coeflMHeHMM b ji03e 5000 mkv/kt 
nepopajibHO vl 10000 mkp/ kt napeHTepajibHO He HaOJiio^aioT rnSejiM 

35 3KcnepwMeHTajibHbix jkmbothux. 

AHTMrpinoKCM^ecKaH aKTMBHOCTb 3aHBjineMHx coe^wHeHww 
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no3BOJineT wcnojib30BaTb hx b Ka^ecTBe npoTHBOMuieMM^ecKMX areHTOB, 
T3K KaK H3BecTHO, ^to Haw6ojiee Ba^KHbiM $aKTopoM b pa3BMTMM oqara 
HeKpo3a HBJineTCH cHMJKeHMe nocTynjieHMH KpOBM k onpe^ejieHHOMy 
yqacTKy cepjwa vi, cjie^oBaTejibHO, KMCJiopo,aa . 

Cnoco6HOCTb coewHeHHM oCmew <£opMyjibi (I) MOjtxyjrupoBaTfa 
SwoxHMMyecKwe m $H3MOjiorM^ecKMe CMCTeMbi: cncTeMy uMToxpoMa P-4 50 
ne^eHW, ropMOHajibHoro $OHa, cwcTeMbi nepeKMCHoro oKMCJieHM^ 

JlMnM^OB (nOJl) VL aHTMpa^MKaJlbHOM aKTMBHOCTM, MeTa6ojii43Ma 
apaXMflOHOBOM KWCJIOTH, CnOHTaHHOM M aHTMrSH - CTHMyJlMpOBatiHOH 

ceKpeuHM rwcTaMMHa nepnTOHeajibHbiMM Ty*4HbiMi4 KJieTKaMH, oOiaHCHReT 
nx BbipaaceHHyio aHTHajuieprn-yecKyio m npoTMBOBocnajiMTejibHyio 

aKTMBHOCTb - 

KpoMe SToro, 3H,noreHHoe noBbnueHwe ccaep^aHMH 

npeXLUieCTBeHHMKOB 14 rjnOKOKOpTHKOMflHblX ropMOHOB nOJOt BJIMHHMeM 

viccjiejiyeMbix coejiMHeHMM mo^t 6biTb Mcnojib30BaHo npn jie^jeHMM 

3a50JieBaHHM, CBH3aHHbIX CO CHM5KeHHeM CMHT6 3a 3TMX TOpMOHOB B 

opraHM3Me. M3BecTHo, mto 3K3oreHHoe BBejieHMe ropMOHajibHbix 
npenapaTOB fipmbojimt , KaK npaBHJio, k cMCTeMHbiM ocjioacHeHMHM m 

HBJIHeTCH $aKTOpOM pMCKa pa3BHTHH OHKOJIOrMHeCKHX 3a6ojieBaHMM 

[Parker K.L., Schimmer B.P. /The Role of Nuclear Receptors in 
Steroid-Hormones Production. //Sevinars in Cancer Biology. - 
1994.- Vol. 5.- Iss 5.- pp. 317-325.], a Taicace yraeTaeT b 
opraHM3Me ci4HTe3 cooTBeTCTByoitf4X ropMOHOB. B yacTHOCTM t mo^ho 

nporH03MpOBaTb nOJIO:>KI4TeJIbHbIM 3$$eKT HCnOJIb 30BaHMH COe^MHeHMM 

o6mefi $opMyjibi (I) npw naTOJiorunx, conpoBo^aiouDiMxcfl cHM^ceHMeM 
coflepacaHMH KopTi4KocTepoi4,aoB : ajiJieprHMecKMe w BOcnaJiMTejibHbie 
3a6ojieBaHMfl, nopajKeHMH ne^eHU pa3JiHMHOM stmojiotmh, 

rMHeKOJiorM^ecKMe 3a6ojieBaHMH . BbiHBJieHHoe noBbimeHMe KOJiM^ecTBa 
OKcnnporecTepoHa b kpobh Mo^ceT MMeTb BaacHoe 3HaqeHMe npn jie^eHMM 
pnua rMHeKOJiorwqecKMX 3a6ojieBaHnii, TaKMx KaK 6ecnjio,roie, yrpo3a 
BbiKM^tbiiua , aMeHopen, jjnc$yHKu,MOHajibHbie MaTO^Hbie KpoBOTe^eHMH m 
xtp. TaK KaK M3BecTHO f mto rjiioKOKopTHKOMflbi 14 cocyflopacumpHiomi'ie 
npenapaTbi npMMeHHioTCH npn Jie^eHMM Korabix npoHBJieHMM 
ajiJieprnyecKMX 3a6ojieBaHi4i4, a rraKace pnna koxchux 3a6ojieBaHMM f b 
tom ^Mcjre, ncopwa3a, to viccjieBOBaHHbie coe^HeHMH MoryT CbiTb 
Mcnojib30BaHbi M fljiH jie^eHMH stmx 3a6oJieBaHMH . 
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nocKOJTBKy npejuiaraeMbie coe,UMHeHMH oOjiajiaiOT cnocoOHocTbio 
CHM^caTb npoHBJieHMH ajuieprMMecKMx h BocnajiHTejibHbix peaKUHH npn 
MecTHOM npMMeHeHM, a Tarace yBejiMMMBaTb cwHTe3 3H,uoreHHbix 
aHTwarperaHTOB - npocTarjiaH^MHa E2 h npocTauMKJiMHa (6-KeTo- 

3 TirFia) , TO B03M05KH0 MX MCn0JIb30BaHMe B BMJie M33M npM pa3BMTMM 

BapMK03Horo pacuinpeHMH BeH, b naToreHe3e KOToporo npncyTCTByioT 

TaKMe KOMIlOHGHTbl KaK BOCnaJTMTeJTbHbIM f nOBblUieHMe CBepTblBaHMH KpOBM 

m xxpyrvie . 

M3BecTHO f hto npoueccbi cTapeHMH TaioKe cBH3aHbi c 
0 oKHCJiMTejibHbiM cTpeccoM, conpoBOKjiaiomMMCH noBbiiueHMeM nOJl M, KaK 
cnencTBHe 3Toro f o6pa30BaHHeM MflA, KOTopbiM, B3aMMO,ueHCTByH c 
JTM3MHOM 6ejiKOB f o6pa3yeT JTMno$ycuMHono^;o6HbiM nwrMeHT . 3to, 
BepoHTHo, ycKopneT jiwno$ycuMH03 / ^to Bbi3biBaeT Heo6paTHMbie 
Mop$ojiorM^ecKMe cflBHrn. Chm^kghms co^epacaHMH MflA cog.iihhsh.hhmm 
5 jqaHHoro M3o6peTeHMn yMeHbiuaeT Bepo^THOCTb o6pa30BaHHe aaHHoro 

nwrMeHTa, ^TO MOECeT npHBOHHTb K nOHH^CeHHK) BepOHTHOCTM pa3BHTHH 

B03pacTHbix 3a6ojieBaHMM . KpoMe Toro, no^TBepMeHweM bo3mo«hoctm 
npHMeHeHMn HccjiecyeMbix coennHeHHM npn B03pacTHbix 3a6oJieBaHMHX 
MoryT cjiy^cMTb pe3yjibTaTbi, nojiy^eHHbie b paboTe 3MaHy3Jin c 
20 coaBTopaMM [3MaHysjib H.M., 06yxoBa ILK., Hanjaw^ B-M. r Myp3a 
JI.M., ByHTO T-B. / 3aMexuieHHe CTapeHHH nocpe^CTBOM aKTHBaunn 

CHCTeMbI MMKpOCOMaJTb HblX OKCHfla3 $eH06apdMTaJ10M. / / flOKJI. AH CCCP-- 

1977.- t. 235.- N« 4.- c. 957-960.], no yBejiHtjeHMio cpe^Hen 

npO^OJI^HTeJlbHOCTM KH3HM 3KCnepMMeHTaJlbHbIX 3KMBOTHbIX npH 

25 Hcno Jib 30BaHHM Majibix R03 $eHo6ap6HTaJia . CoejDtMHeHHH o6iuen $op M y™ 

(1) BbI3bIBaiOT CXOPKHe C $eH06ap5MTaJ10M M3MeHeHHH CHCTeMbI UMTOXpOMa 

P-4 50 ne^eHM f m pe3yjibTaTOM mx bjihhhmh Ha opraHM3M MoaeeT 6biTb 
CHM^ceHwe ckopocth cTapeHHH. KoMnjieKC repoHTOJiorwyecKMX 
3adojieBaHMM BKjno^aeT TaKMe naTOjiorM^ecKwe coctohhmh KaK 
30 CTap^ecKMe ncnxo3bi, KaTapaKTa, CTapqecKMe H3MeHeHMH ko^khmx 
noKpoBOB. CoexiMHeHMH $opMyjibi (I) TaK^ce MoryT 6biTb Hcnojib30BaHbi 
npn JieneHMM 6ojie3HM FlapKMHcoHa , KaTapaKTbi, cTapyecKMX H3MeHeHMH 

KOECHblX nOKpOBOB, OJ^HHM M3 3BeHbeB naTOreHe3a KOTOpHX HBJIHeTCH 

OKHCJiHTejTbHbiH CTpecc b HepBHOH TKaHM (yBeJin^eHne nOJl) . 
35 Coej^HHeHMH o6mew $opMyjibi (I) o6jia,uaioT BbipaaceHHbiM 

renaTonpoTeKTopHbiM jiewcTBHeM. 3to .aencTBne coe^MHeHMM 
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oO'bHCHHeTCH TeM, mto npn BBeflSHMM b opraHM3M npowcxo^MT 

$yHKUMOHajibHaH nepecTpoiiKa mhotmx ueHTpajibHbix cmctsm opraHM3Ma, 
y^acTByioiuMx b no^epjKaHMH roMeocTa3a, ^jto no3BOJi«eT Taicace 
peKOMeHjiOBaTb mx ajih jie^eHHH saSojieBaHMM, Bbi3BaHHbix B03,ueiicTBi4eM 
5 Ha opraHH3M TaKMX $aKTopoB KaK cTpecc, $H3M^ecKan Harpy3Ka, 
MOHH3apyioma^ paflwauwH, npn npo^MJiaKTMKe no6o^Hbix hbjighmm 
pajjHOTepanMM, £Jih aKTMBauwM npoueccos penapaunn; npw jie^eHMH 
3a6ojieBaHMH ne^eHW (u,Mppo3bi, renaTMTU pa3JTMHHOM STMOJiorMM) ; 

COCTORHMM, CB33aHHHX C MHTOKCMKaUMGM BemeCTBaMM f aKTMBMpyPOlUMMJW 

o nepeKMCHoe oKucjieHwe jiMnM^OB, Hanpmep, npn ajiKoro jiM3Me ; b 
Ka^ecTBe npo^MJiaKTM^ecKHX npenapaTOB Ha npoM3BO.ucTBax, CB«3aHHbix 
c noJiy^ieHMeM xmmmmsckmx peaKTMBOB m npw KOHTaKTax c TOKCM^ecKHMM 
BemecTBaMM . 

Aktmbhoctb coeflMHeHWM o6meii $opMyjibi (I) , HopMajiH3yiomaH 
5 noKa3aTejiM JiMi-iMXtfioro o6MeHa, a TaioKe mx aHTMrnnoKCM^ecKaH m 

npOTMBOMUieMMMeCKaH S^eKTMBHOCTb , n03B0JIHeT npeJlO^CHTb MX flJIH 
npO$MJiaKTMKM M Jie^eHMH 3a60JieBaHMM f CBH3aHHbIX c HapymeHMHMM 

jiMnwxiHoro o6MeHa, xapaKTepn3yiomMMMCH noBbiuieHMeM co^ep^caHMH 
TpMrjiMuepHflOB , o6mero xojrecTepwHa (XC) , xonecTepMHa b cocTaBe 

0 JlMnonpOTBMHOB HM3KOM VL O^eHb HM3KOM njIOTHOCTM (JIIlHn H JIFIOHn) M 

CHM^EceHMeM coflepjicaHMH xojiecTepMHa b cocTaBe jiwnonpoTeMHOB bhcokom 
nJTOTHOCTM r TaKMX K3K aTepocKJiGpo3 , oMpeHMe, MmeMM^iecKaH 6ojre3Hb 
cep.mi.a m rojiOBHoro M03ra, MH$apKTa MMOKap.ua, MHcyjibTa, Koiopbie 
cnyacaT $aKTopoM pMCKa MaHM$ecTau,MM caxapHoro ^Ma6eTa m 

25 TpOM6O06pa3OBaHMH . 

CTa6MJiM3MpyK>mee roMeocTa3 opraHM3Ma joteiicTBMe coenMHeHMM 
obmeM $opMyjie (I) jiaeT ocHOBaHMe peKOMeHjioBaTb mx £Jih jigmghmh 
caxapHoro ^wabeTa . 

CoejIMHeHMH flaHHOrO M306peTeHMH .IJOCTOBepHO MHTMCMpyiOT pOCT 

30 nepeBMBaeMOM onyxojiM m npouecc ee MeTacTa3MpoBaHMH , noBbimaiOT 

pe3I4CTeHTHOCTb ^CMBOTHblX K MMKpoGHbIM M BMpyCHbIM MH$eKU,MHM. 

MHTMCMpoBaHMe npoueccoB pocTa onyxojiM m MeTacTa3HpoBaHM^ 
CBH3aHo c pn^oM OMOJiorM^ecKMx jieMCTBMM coe^MHeHMM o6meM $opMyjibi 

(I) : C M3MeHeHMeM COCTOHHMH CHCT8MbI UMTOXpOMa P~450, M3MSHeHMGM 
35 rOpMOHaJlbHOrO CTaTyca, MX aHTMOKCMflaHTHblMM M aHTMpaflMKaJIbHbIMM 
CBOMCTBaMM , yBeJlM^ieHMeM a KTMBHOCTM $arOUMTOB (HeMTpO^MJlOB M 
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nepHTOHeajibHHX MaKpo$aroB) , HK— KJieTOK vl npojxyKUHM MHTep$epoHOB 

(UMTOKMHOB) npM CTpeCCOBOM B03fleMCTBMM, n03B0JIHeT MCnOJlb30BaTb 
MX npi4 JietieHMM OHKOJIOrMqeCKMX 3a60JieBaHHM r TaK KaK M3BeCTHO , ^TO 

Bee nepe^MCJieHHbie cmctbmbi sktmbho yMacTByioT b nojcmepacamiM 
5 roMeocTa3a opraHM3Ma w cymecTBeHHO M3MeHeHbi npM xiaHHbix 
3a6ojieBaHM«x. Eme oahmm oStHCHeHMeM aHTMMeTacTaTwqecKoro 

XiePlCTBMH HCCJiejIOBaHHblX COejaHHeHMH MO^eT CblTb CHMXCeHMe 

06pa30BaHMH 12-HETE, T3K KaK M3BeCTHO f *JTO flaHHLIM MeTaSojiMT 

apaxwflOHOBOM KMCJiOTbi noTeHunpyeT npouecc MeTacTa3wpoBaHMH [Honn 
10 K.V., Tang D.G., Gao X. , Butovich I. A., Liu B. r Timar J . , 
Hagmann W.// Cancer and Metastasis Reviews.- 1994.- vol. 13.- 
Iss 3-4.- pp. 365-96.- Ref: 195.]. rioBbuueHMe cooTHOiueHHH 
npocTauwKJiMHa / TpoM6oKcaH Tarae MOJKeT nrpaTb onpe^tejieHHyra pojib b 
aHTHMeTacTaTM^ecKOM s$$eKTe coe^HHeHHH . KpoMe SToro, coextMHeHMH 
15 noBbimaKDT npoTMBoonyxojieByio aKTMBHocTb u,MKJio<iioc$aHa, uiMpoKo 
Mcnojib3yeMoro b npaKTHKe Jie^jeHHH oHKOJiorM^ecKHx 6ojibHbix. Ba^cHbiM 
cbomctbom coe^MHeHMM HBjiHeTCH to, ^to ohm npo^BjmeT Jie^ieOHbie 
CBowcTBa npw nepopajibHOM BBefleHMM. npM ncnojib30BaHMM 
jieKapcTBeHHOM $opMbi TepaneBTM^ecKafi aKTMBHocTb conocTaBMMa c 

20 npMMeHeHMeM CySCTaHUMM. ^aKT CHM^CeHMH KOJIM^eCTBa MeTaCTa30B 

MMeeT 6ojibuioe npaKTM^ecKoe 3HayeHwe, nocKOJibKy CKopocTb Te^eHMjq 
3Toro npouecca MCKJiio^MTeJibHO Ba»Ha m ee TopMoaceHMe npMBOXjMT k 
5ojiee 6jiaronppiHTHOMy nporH03y npn KaHueporeHe3e . 

YcraHOB jieHo f mto HopMajiM3auwH Bbiuie nepe^MCJieHHbix 

25 noKasaTejiew, m oco6eHHO noBbiuieHwe KOJiwqecTBa aKTMBHbix 
nepwTOHeajibHbix MaKpo^aroB y ecmbothwx npw BBe^eHMM coewHeHUfl 
oGmen $opMyjibi (I) , a TaioKe noBbimeHMe KOJiM^ecTBa aKTMBHbix HK- 
KJieTOK npM CTpeccoBOM B03j3eMCTBMM f npMHMMaKDmMX aKTMBHoe y^acTMe 
ncimepacaHMM MMMyHHoro CTaTyca opraHM3Ma m noBbiuieHMe npcayicmiM y- 

30 MHTep^epoHa, KOTopbin MHrwbMpyeT in vitro npoJiM$epau,Mio KJieTOK 

TpaHC$OpMMpOBaHHblX BMpyCOM HBJineTC^ oS'bHCHeHMeM nOBblUieHMH 
pe3MCTeHTHOCTM ^CMBOTHblX K MMKpO£}HbIM VL BMpyCHbIM MH$eKUMHM. OCO60 

cjiejqyeT no^epKHyTb 3 a mw t HbiM 3$$eKT coextMHeHMM npn 

UMTOfleCTpyKTMBHOM ^eMCTBMM BMpyca MMMyHOJie$MUMTa MejroBeKa. 
35 npOTMBOBMpy CHOe fleHCTBMe COej^MHeHMM TaKXfCe MOMCeT 6bITb CBH3aHO c 

HopMajiM3auMeM nepeKMCHoro OKMCJieHMH jinnM^OB. 
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HajiMMMe cnoco6HocTM coeweHMH o6meM <J>opMyjibi (I) 
noTeHuwpoBaTb MMToreH-MH^yuMpoBaHHyio 6jiacTTpaHC$nopMauMio 

jimm$ou,mtob qejiOBeKa, MoaeeT cjiymtTb ocHOBaaweM rsir npMMeHeHM^ 
wccjie^yeMbix cochmhghhm: npn nopa^eHMM Komibix noKpoBOB, b 
5 qacTHOCTM ^jih ycKopeHMfli 3a?KHBjieHHH paH [Koyama, Masayoshi; 
Takahashi, Mikiko; Yanagawa, Masayoshi EP 95-107298 950513; JP 
94-115161 940527 /Preparation of L-lysyl~glycyl-L-histidine and 
therapeutic agent for wound healing containing the same// Eur. 
Pat. Appl. , 5 pp. ] 
10 TaKMM o6pa30M, wccjiejjOBaHHbie coe^MHeHMH o6men <£opMyjibi (I) 

M05KHO peKOMeHJIOBaTb XXJIR Jie^eHM^ OHKOJlOrM^eCKMX 3a6ojieBaHWM / 

CaKTepnajibHbix h enpycHbix hh^kumm vl, hto ocoOo cjiejjyeT 
noOTepKHyTb, npn jie^eHMM B^-MH^eKUMM. 

IilHpOKMM CneKTp fleilCTBMH C06JWH6HMM , COOTBeTCTByJOIUMX 06UXBVL 

15 $opMyjre (I) , MO^ceT 6biTb oT^acTM oGi^CHeH TeM, mto sth BemecTBa 
jaeMCTByioT Ha ueHTpajibHbie CMCTeMbi opraHM3Ma f cTa6MJiM3MpyiomMe 
roMeocTa3, HanpwMep, CMCTeMy uHTOxpoMa P-4 50, nOJI vl CHCTeMy 

$arOUMT03a. M3B6CTHO , MTO B 3KHBOM OpraHH3Me H3MeHeHMe aKTMBHOCTM 
O^HOM CMCTeMbI BJie^ieT 3a COSOH M3MeHeHMR B ^pyrMX PI 3TM M3MeHeHMH 

20 npHHMMaioT KacKa^HbiM xapaKTep. ripw BBe^eHMM BemecTB o6men $opMyjibi 
(I) b opraHM3M HacTynae-r HopMaJiM3auHA mhotmx ero $yHKUMM f ^to 
no3BojiHeT OTHecTM mx k a,uanToreHaM. 

OGteKTOM HacTOHinero H3o6peTeHMH HBJineTCH TaioKe cnocoC 
jie^eHMH H npo^MJiaKTMKM 3a6ojieBaHMM TenjioKpoBHbix, BKJUo^aiomwx: 
25 CTpeccoBbie coctorhmh; ajuieprM^ecKMe 3a5ojieBaHMK f npoTeKaiomne no 
HeMejajieHHOMy m 3aMe«jreHHOMy TMny ^encTBMH - 6poHXMajibHan acTMa, 
mime Ban aJUieprwH, aHajMJiaKTMyecKMM iuok, ajureprw^iecKMe 3K3eMbi f a 
Taioce ncopwa3; aTepocKJiepo3, MuieMMHecKan Cojie3Hb (cep,aua, 
rojioBHoro M03ra) , oacwpeHMe; caxapHbin flwa6eT i m 2 TMna; 

30 ajiKorojiM3M f ajiKorojibHan MHTOKCMKauMH; BapnK03Hoe pacuinpeHMe BeH 
h npo$HJiaKTMKa TpoM6oo6pa30BaHMH; renaTMT, u,Mppo3 neneHH; 
TOKCM^ecKMe nopa^KeHMH neneHM; 3a6oJieBaHWH HepBHOM cwcTeMbi, 
6oJie3Hb napKMHCOHa; repoHTOJiorwqecKMe 3a6ojieBaHMH : KaTapaKTa, 
CTapyecKoe n3MeHeHHe KoacHbix noKpoBOB; paflwauwoHHoe nopaJKeHwe, 

35 ycTpaHeHMe nocjie^cTBMM pajxHOTepanwn; BMpycHbie vl GaKTepwajibHbie 
HH$eKU,MM, b qacTHocTH, BM^-MH^eKUMH; oHKOJiorM^ecKMe 3a6ojieBaHM^; 
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T^asejiaH $M3MqecKaH Harpy 3Ka; oth ycKopeHMH paH03a2Ki4BJieHHH r 
BKJiio^aiomeH BBejaeHMe HOBbix vism n3BecrHbix coextwHemiM oGmen $opMyjibi 
(I) b 3$$eKTMBHOM KOJiM^ecTBe . Coe^MHeHmi oSmew $opMyjibi (I) MoryT 
Mcnojib30BaTbCH b Me^MUMHe vl BeTepHHapHH juin jie^eHMH h 

5 npo$HJiaKTHKH Bbiuienepe^HCJieHHbix 3a6ojieBaHHM. 

flajiee npe.qcTaBJieHbi KOHKpeTHbie npwMepbi una MJunocTpauMW 
HacTonmero H3oOpeo?eHMH f KOTopbie He ,noji3KHbi paccMaTpMBaTbcn ksk 
KaKoe-JiM6o orpaHM^eHMe oS'beMa xiaHHoro M3o6peTeHMH. 

B npexccTaBJieHHbix HM^ce npMMepax wcnojib3yioT cjie^yiomyio 

10 a66peBMaTypy : 



AA1H - aKTMBHbIM aHa$MJiaKTMqecKMM iuok 

AK - apaxM^OHOBafl KMCJiOTa 

AJ1T - ajiaHHHaMMHOTpaHc$epa3a 

AH - aKTMBMpOBaHHbie HeMTpo^yuibi 

AcK - acKopOMHOBaH KMCJiOTa 

ACT - acnapTaTaMMHOTpaHC$epa3a 

AOK - aKTHBHbie $opMH KMCJiopoxta 

B33KX - BbIC0K03$$eKTMBHaH WKOCTHaH XpOMaTOrpS$MH 

T3T - rMnep^yBCTBMTejibHOCTb 3aMe.mieHHoro Twna 

THT - rwnepqyBCTBMTejibHOCTb HeMejajieHHoro Tuna 

15 TC - reKceHajioBbiM coh 

HM# - J[[MMeTMJT$OpMaMMH 

VMM - mh^kc MHrwOwpoBaHHH MeTacTa3wpoBaHMH 

Jlfl - JieTajibHan ji;o3a 

J1K - jiMHOJieBan KMCJiOTa 

20 JIO - jinnoKCMreHa3HbiM nyTb 

JlIlBn - JIMnonpOTeMHbl BblCOKOM nJIOTHOCTH 

JinHn - JiHnonpoTeMHbi hm3kom iijiothocth 

JinOHn - JiwnonpoTeHHbi o^eHb hh3kom eijiothocth 

JIT - jrewKOTpMeHbi 

25 MflA - MajioHOBbiM ^HajibflerH^; 

MO - MaKpo$arw 

HK ~ HBMTpajIbHbIM KpaCHblH 

HK - KJieTKM - HaTypanbHbie Kwjuiepbi 

HTC - HMTpOCMHMM TeTpa30JTMM ($OpMa3aH) 

30 OBA - KypMHbiM oBajibOyMMH 
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nr - npocTarjiaH^HHbi 

nKA - naccMBHan KoacHan aHa$MJiaKCMH 

I1M - nepM0?OHeajibHbie MaKpo$arw 

I10J1 - nepeKHCHoe oKMCJieHMe jiraiHflOB 

5 CEDK - cpewnn nponojiaaiTejibHocTb 5km3Hm 

CXC - CBo6o,aHbiM xojiecTepwH 

TBK - TMoCapOMTypoBan KMCjroTa 

TT - TpMrjiMuepw^bi 

Trjiy - TpaHcrnyTaMMHa3a 

10 TK - Ty^Hbie KJieTKH 

TMC - TeTpaMeTMJiCMJiaH 

TXy - TpMXJiopyKcycHan KKCJiOTa 

TX - TpOMCOKCaH 

TCX - TOHKOcjioHHan xpoMaTorpa$MH 

15 TUPffl - TKaHeBan uMTonaTMqecKan H03a 

O - $OC$OJTHnM«H 

OB - $eHo6ap6nTaji 

Or - $arounTbi 

OP - <£M3nojiorj4^ecKn:w pacTBop 

20 XJI - XeMMJIIOMMHeCUeHUMH 

XC - xojiecTepiiH 

IJHC - ueHTpajibHan HepBHan CHCTeMa 

UO - uMKJiooKCMreHa3HbiM nyTb 

BffTA - 3THJieHflMaMMfl- TeTpaaueTaT 

25 HMP - HflepHbIM MarHMTHHM pe30HaHC 

Bu fc OH - TpeT-6yTaHOJi 
Bu* - TpeT-6yTMJi 

Bzl - 6eH3MJi 

BOC - TpeT-6yTPlJIOKCMKap60HMJl 

30 DCC - N, N' -flMUMKJioreKCMjiKapSoflMiiMMfl 

DCU - N, N' -xiHmdKJioreKciiJiMo^eBiiHa 

DMF - N, N' -^MMeTHJi$opMaMM,r; 

Et3N - TpH3TKCJiaMHH 

EtOAc - 3TMJiaueTaT 
35 EtOH - STaHOJi 

EET - 3nOKCM3MK03aTpMeHOBaH KMCJIOTa 
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GA - rjiyTapoBan KMCJioTa 

Glu - rjiyTaMMHOBan KMCJioTa 

F - K0pTH30JI 

HA - THCTaMMH 

HETE - (S) -rwpoKCM-6, 8, 11, 14-3MK03aTeTpaeHOBaH KMCJioTa 

5-HT - 5-rMflpOKCMTpMnTaMMH ( CepOTOHMH ) 

I rid - MH.UOJI 

Im. - MMMfla30Ji 

MeCN - aueTOHMTpwji 

MeOH - MeiaHOJi 

OBi^ - TpeT-6yTHJIOBbIM 3$np 

ONSU - N-OKCMCyKUMHMJI 

OPfp - neHTa$Top$eHMJi 

Py - nupHflHH 

P-450B - rpynna umtoxpomob P-450 c aKTMBHHM ueHTpoM, 

OpMeHTMpOBaHHHIM B UHT030JIB 

P-450JI - rpynna uhtoxpomob P-450 c aKTHBHWM ueHTpoM, 
opneHTMpoBaHHbiM b ^oc^ojiMnM^Hyio MeMSpaHy 

TrpA - TpMIlTaMMH 

TFA - Tpn$TopyKcycHaR KHCJiOTa 

Z - 6eH3MJIOKCMKap60HMJl 

npoM3BOflHbie myTaMMHOBOM r acnaparMHOBOM kmcjioth, rMCTMjjMHa, 
TpHnTo^aHa f opHMTHHa f ncnojib3yeMbie b CMHTe3ax, hbjihiotch 
npoM3BO«HbiMM L-pn^a, Hcnojib30BaHwe D-npoM3BOOTbix yKa3aHO ocoGo. 
MHflMBM^yajibHOCTiD nojry^eHHbix coe^MHeHHM npoBepRiOT mgto jxom TCX Ha 
njiacTMHKax «Silufol» <j>npMH Kavalier, UV-254 (^exocjioBaKMH) . b 
CMCTeMax pacTBopMTejieM : xjiopo$opM-MeTaHOJi 9:1 (1), xJiopo$opM- 
MeTaHOJi 8:2 (2), h— GyTaHOJi— yiccy cHan KMCJiOTa-Bo^a 4:1:5 (3); Ha 
njiacTMHKax «Kieselgel» $wpMbi «Merck» b chctsms pacTBopnTejien 
xjiopo$opM-MeTaHOJi-25% BO^Hbiii aismnaK 5:3:1 (4); Ha njiacTMHKax 
«Silufol»: xjiopo$opM-MeTaHOJi 9, 3:0,7 (5); xjiopo$opM-MeTaHOjn-25% 
BojiHbiM aMMMaK 5:3:0,5 (6), xjiopo$opM-MeTaHOJi 8,5:1,5 (7); 
M3onponaHOJi-BO,aa-25% Bobbin aMMwaK 6:3:1 (8), xjiopo$opM (9), Ha 
njiacTMHKax «Kieselgel» $npMbi «Merck» b cncTeMe pacTBopMTejiew 
M3onponaHOjr-BO f aa-25% bomhbiPi aMMHa k 6:1:3 (10). 

XpOMaTOrpaMMbI npOHBJIHIOT XJTOp-TOJTMXlMHOBblM paCTBOpOM, 
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peaKTMBaMM nay\nn w 3pjiMxa, HMHrM^pwHOM m b yiD-CBeTe. 

TeMnepaTypu njiaBJieHMH BemecTB onpexiejiHiOT Ha npM6ope 
«Boetius» ( FepMaHMH ) . 

1 H-HMP cneKTpbi CHMMaiOT Ha npwOope Brucker WM-2 50» 
5 (TepMaHMH ) m «Varian XL-400» (HnoHMH) c TMC b KaqecTBe 
BHyTpeHHero cTaHxtapTa . 

Macc-cneKTpoMeTpMio ocymecTBJiHioT Ha npwCope MCEX ( YKpawHa , 
r.CyMbi) MeTOjjOM njia3MeHHO-jiecop6uMOHHOw mohmssumm ocKOJiKaMM n^ep 
Ka jiM$opHM h 252. 

10 AHajiMTM^ecKyra o6pameHHo-$a30Byio B35KX npoBOJJtHT b ycjiOBMHX 

(1): KOJiOHKa MnC-270 C-18 (4,0 x 250 mm), 10 mkm, sjiioumh 4% 
aueTOHMTpMJioM b Bojte , co^ep^cameM 0.1% TFA; (2): KOJiOHKa Ta xe, 
sjiioumh rpa^neHTOM ot 10% no 50% $a3bi B b $a3e A 3a 20 mmh; $a3a 
A - 0.1% TFA b BOjxe, $a3a B - 0.0 9% TFA b cms cm aueTOHMTpMJia m 
15 BOjxbi 60:40; (3): KOJiOHKa Mnc 300 C18T (4, 0 x 250 mm) , 10 mkm, 
sjiioumh rpaweHTOM ot 0% no 40% $a3bi B 3a 20 mmh. $a3a A - 0.1% 
TFA b Boxje, $a3a B - 0.09% TFA b cmscm aueTOHMTpMJia m bo/oh 
(60:40); (4): KOJiOHKa Mnc 270 C18 (4,0 x250 mm) 10 mkm, sjiioumh 
0.1M Na 2 HP0 4 , pH 2.3; (5) : KOJiOHKa Ta ace, ho sjiioumh 0 . 1M 
20 Na 2 HP0 4 , pH 2.7; (6) : KOJiOHKa flnacop6 130C18T (4.0 x 150 mm), 7 
mkm, sjiioumh rpajweHTOM ot 0% no 42% aueTOHMTpmia b 0.1% TFA; (7) 
: KOJiOHKa Mnc 300 C18T (4.0 x 250 mm), 10 mkm sjiioumh rpasweHTOM 
ot 0% no 18% aueTOHHTpMJia b 0.1% TFA 3a 20 mmh; (8): KOJiOHKa 
Lichrosorb RP-18 (4.6 x 250 mm), 5 mkm, sjthdumh rpaweHTOM ot 6% 
25 ,rjo 24% aueTOHMTppuia b 0.1% TFA 3a 20 mmh; (9): KOJiOHKa flwacop6 
130 C 16T (4.0 x 150 mm), sjiioumh 0,1% TFA; (10): KOJiOHKa flMacop6 
130 C 16T (4.0 x 150 mm), 7 mkm, sjiioumh rpaweHTOM ot 0% no 24% 
aueTOHHTpMJia b 0.1% TFA 3a 30 mmh; (11): KOJiOHKa Ta ace, sjiioumh 
rpa^neHTOM ot 3% jj,o 54% aueTOHMTppuioM b 0.1% TFA 3a 30 mmh; 
30 (12) : KOJiOHKa Ta ace, sjiioumh rpa^eHTOM ot 0% no 30% aueTOHMTpMJia 
b 0.1% TFA 3a 30 mmh; (13): KOJiOHKa MUC C18T (4.0x250mm), sjiioumh 
rpaflweHTOM ot 12% no 60% aueTOHMTpMJia b 0.1% TFA 3a 20 mmh; 
(14): KOJiOHKa MnC-270, (4.0x250mm), 10 mkm, sjiioumh rpajjMeHTOM ot 
0% no 60% aueTOHMTpMJia b 0.1% TFA 3a 20 mmh; (15): KOJiOHKa 
35 flnacop6 130 C 16T (4.0 x 150 mm), 7 mkm, sjiioumh rpajJsneHTOM ot 0% 
no 60% aueTOHMTpMJia b 0.1% TFA 3a 30 mmh; (16): KOJiOHKa flMacopC 
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130 C 16T (4.0 x 150 mm), 7 mkm, sjuoumh rpa^weHTOM ot 60% no 
100% aueTOHMTpmia b 0.1% TFA 3a 15 mm. 

Bo Bcex cjiy^a^x B33KX npoBojuHT npn ckopoctm sjiioumm 1 mji/mmh 
c fleTeKUMen npw 214 hm. 

5 

nPMMEP 1 

CYKUPIHPlJirPlCTAMMH (II) 
K pacTBopy 0.080 r (0.72 MMOJib ) rwcTaMMHa b 4 mji DMF npn 
nepeMeuiMBaHMM jaoSaBJinioT 0.072 r (0.72 MMOJib) HHTapHoro 
10 aHrw^p^a. PeaKUMOHHyio CMecb nepeMeini/maioT 1 *i vl ocTaBJiniOT Ha 20 
h npM 20°C. PacTBopMTejib y^ajiHK)T b BaKyyMe . Macjioo6pa3Hbifi 
ocTaTOK pacTBopniOT b 1.5 mji sTaHOJia, npMbaBJiHioT 4 mji cyxoro 
3$Mpa, pacTMpaioT h Bbi,nep>KMBaiOT 30 mmh npn 4°C. OcajjOK oTflejinioT m 
TpH5KHbi nepeKpMCTajuiH3OBbiBai0T M3 MeTaHOJia. Bbixojj 0.07 5 r (49.2 
15 %) . R f 0.41(4). T.rui. 153-155°C. B3)KX b ycjiOBMHX (6): oxxvih nMK, 
BpeMH Bbixo^a 7.77 mmh. 1 H-HMP cneKTp, (CD 3 OD) , 5, M.fl. : 2.42 (t, 
2H, -CH2CONH) , 2.55 (t, 2H, HOOC~CH 2 ) , 2.8 (t, 2H, p-CH 2 -HA) , 3.4 
(t, 2H, 0C-CH2-HA) , 7.0 (c f 1H, CH-5-Im) , 8,0 (c, 1H, CH-2-Im) . 
Macc-cneKTp; m/z: [M+1H]+ 212.2. 

20 

nPMMEP 2 

rJlYTAPHJirMCTAMPIH (III) 
K pacTBopy 0.366 r (3.3 MMOJib) rncTaMWHa b 5 mji DMF 
npnOaBJiHioT 0.37 6 r (3.3 mmojib) rjiyTapoBoro anvvmprnjia. . 
25 PeaKUHOHHyio CMecb nepeMeuiMBaiOT 3 y vl ocTaBJimoT Ha 20 *a npn 20°C. 
BejibiM ocajaoK o«r,uejiHioT, cyuiaT b BaKyyMe , nepeKpMCTajuiw3OBbiBai0T . 
Bbixofl 0.510 r (70,0%). R f 0.36 (6), 0.34 (4). T.nn- 187-189°C. 
B3)KX b ycJioBMHX (7): o^mh nwK, BpeMH Bbixoaa 14.36 mmh. 1 H-HMP 
cneKTp (D 2 0) , 5, m.ju: 1.72 (m, 2H, p-CH 2 ) , 2.18 (m, 4H, a,y- 
30 CH 2 ) , 2.85 (t, 2H r p-CH 2 -HA) , 3,5 (t, 2H, a-CH 2 -HA) , 7.25 (c, 1H, 
CH-5-Im) , 8.5 (c, lH f CH-2-Im) . Macc-cneKTp, m/z: [M+1H] + 226.1. 

nPMMEP 3 

XJIOPrMflPAT AflMnMHPlJirMCTAMMHA (IV) . 
35 K pacTBopy 0.197 r (1.35 MMOJib ) awnwHOBOM kmcjioth b 2.5 mji 
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DMF npw 0°C npwdaBJiHioT 0,278 r (1.35 mmojib) DCC. PeaKUMOHHyio 
CMecb nepeMeuiMBaiOT npw 0°C 30 mmh h npMbaBJinioT pacTBop 0.150 r 

(1.35 MMOJIb ) TMCTaMMHa B 1 MJ1 DMF M OCTaBJIHIOT Tipvi 20°C Ha 20 

nacoB. OcasoK DCU OT^eJiaioT $MJibTpoBaHMeM. K peaKUMOHHOM CMecw 
5 npM6aBJTHK)T 10 mji cyxoro 3$npa m ocTaBJiaioT Ha 1 ^ac npn 0°C. 
Macjioo6pa3HHM octstok paCTBOpHIOT B 3TaHOJie M npi46aBJl^K)T 0.2 mji 
4N HC1 b flMOKcaHe. PacTBopMTeJib yjxajiaioT b BaKyyMe. Octstok 
npOMblBaiOT 3$MpOM, paCTBOpJHOT B CMeCM xjiopo$opM-3TaHOji 1.5:1 m 
o^wmaioT Ha KOJioHKe c CMJiMKarejieM 40/100 (22x175 mm) . SjiioMpyiOT 

10 CMecbio xjiopo$opMa m STaHOJia ot 7:3 no 2:8, sTaHOJiOM, MSTaHOJiOM vl 
CMecbio MeTaHOJia-AcOH-H 2 0 8: 1:0.5. OpaKUMM , cojiep^KamMe uejieBoe 
BemecTBo c R f 0.25(6), ob'bejiMHHioT, pacTBopMTejib ysajiHKDT b 
BaKyyMe, cymaT Has P2O5. Bbixos 0.129 r (40%). R f 0.25 (6). B32KX b 
ycjiOBHHX (11): ojjmh nMK , BpGMH Bbixojaa 3.6 mmh . 1 H-HMP cneK-rp 

15 (CD3OD) , 5, m. XX- ' 1.6 (m, 4H, p,y-CH 2 ) r 2.3 (m, 4H, a,8-CH 2 ), 3.0 
(t, 2H, p-CH 2 -HA) , 3.55 (t, 2H, a-CH 2 -HA) , 7.25 (c,lH, CH-5-Im) , 
8.65 (c, 1H, CH-2-Im) . 

nPMMEP 4 

20 N a -AUETMJI-y-L-rJiyTAMMJirPICTAMMH (V) 

K 0.10 (0.405 MMOJib) y-L-rjiyTaMHJirMCTaMMHa npn6aBJiHK)T 5 mji 
bosh vl nepeMeuiHBaK)T jxo pacTBopeHMH ochobhoh Maccbi BemecTBa. K 
peaKUHOHHOM cm© cm npn6aBjiHK)T 2.5 mji sMOKcaHa m 0.073 r (0.405 
25 MMOJib) n-HMTpo$eHMJiaueTaTa , nepeMeuiMBaiOT 2 ^ vi ocTaBJinioT Ha 18 ^ 
npM 20 °C. PacTBopMTeJib ysajinioT b BaKyyMe npM 4 0°C. Oct3tok 

paCTBOp^IKDT B MMH MM a Jib HOM KOJIM^ieCTBe MeTaHOJia M o^MmatoT 

kojiohohhom xpoMaTorpa$weii Ha Kieselgel 60, sjiiOMpyioT m6T3hojiom. 
OpaKUMM, co^ep^camMe uejieBoe BemecTBo c R f 0.3 (4), oS'bejjMHHioT, 

30 pacTBopMTejib yj^aji^KDT b BaKyyMe. Ilojiy^aiOT 6ecuBeTHoe 
CTeKJioo6pa3Hoe BemecTBo. Bbixos 0.04 6 r (40.0 %). R f 0.3 (4). 
B33KX b ycjiOBMHX (3): oj^mh nMK, BpGMH Bbixosa 10.77 mmh. l R-ftMF 
cneKTp (CD 3 OD) , 8, m.s.: 2.0-2.3 (m, 2H, p-CH 2 ) , 2.19(c, 3H, 
CH3CO), 2.45 (T, 2H, y-CH 2 ), 3.07 (t, 2H, p-CH 2 -HA) , 3.64 (t, lH r 

35 a-CH A H B -HA) , 3.65 (<r, 1H, a-CH A H B -HA) , 4.42 (t, 1H, a-CH) , 7.42 
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U, 1H, CH-5-Im) , 8.69 U, 1H, CH-2-Im) . 



nPWMEP 5 

5 5.1. METRJIOBBIH 33>I4P N a -TPET . -ByTMJ10KCMKAPBOHMJI-a-BEH3MJI-L- 

rjIYT AMMJI - TMCTHflMHA (VI a ) 



K pacTBopy 0.30 r (1.16 MMOJib) n^irvinpoxjiopvina msthjioboto 
3$wpa L-rMCTMWHa, nojiy^eHHOMy HarpeBaHMeM no 4 0°C c 4 mjt 

10 5e3BO^Horo MeTaHOJia c nocjiejjyiouu'iM oxjiaacueHHeM no 0°C, npw6aBJiHK)T 
xcxnojuibiM pacTBop MGTMJiaTa HaTpwH r nojiy^eHHbiM vis 0.053 r 
MeTajuiM^iecKoro HaTpMH (2.32 MMOJib) w l mji MeTaHOJia. OcTaBJinioT Ha 
20 mmh npn 0°C, 3aTeM npwCaBJiHiOT paBHbiM oS^eM cyxoro 3$wpa vl 
ocTaBjiHioT Ha 20 mvlh npn 0°C. OcaaoK xjropMCToro HaTpMH OTfleji^iOT, 

15 pacTBopMTejib H3 $HjibTpaTa y^ajinioT b BaKyyMe . OcTaTOK pacTBopnioT 
b 3.5 mjt DMF vl npH6aBJiHiOT 0.604 r (1.16 MMOJib ) Boc-L-Glu (OPf p) - 
OBzl. PeaKUHOHHyio CMecb nepeMeuiKBaioT 2 h vl ocraBJTHiOT Ha 2 0 ^. 
DMF y,aajiHioT b BaKyyMe. Macjioo6pa3HbiM ocTaTOK o^iMmaiOT Ha KOJioHKe 
30x1.6 cm c cunHKarejieM 100/160, ajiiOHpyioT cMecbio 

20 xjiopo$opM:MeTaHOJi (9:1). QpaKuwn, coflepacamwe uejieBoii npcuyKT, 
o6 r k>enviH?iioT , pacTBopwTejib y^ajinioT b BaKyyMe. UejreBoe BemecTBO 
cyinaT nan P2O5. Bbixos 0.334 r (55.0%). R f 0.35 (1). 1 H-^MP cneKTp 
(CD3OD) : 1.45 (c, 9H r (CH 3 ) 3 C), 2.0 (m, 2H, P~CH 2 ) , 2.3 (t, 2H, y 
-CH 2 ), 3.0 U, 2H, p-CH 2 -His), 3.7 (c, 3H, CH 3 0) , 4.1 (t, 1H, a- 

25 CH), 4.55 (T f 1H, a-CH-His), 5.15(m, 2H, CH 2 -Bzl) , 6.85 (c, 1H, 
CH-5-Im), 7.35 (m, 5H, C 6 H 5 -Bzl) , 7.6 (c, 1H, CH-2-Im) . 

5.2. flMrPlUPOXJIOPMfl METMJIOBOrO 30MPA 
y- L- TJIYT AMMJI - L - TMCT WflM HA (VI) 

30 K pacTBopy 0.30 r Boc-L-Glu (HisOMe) -OBzl (VI a ) b Imji MeOH 

npnOaBJiHiOT 3 mji 4 h pacTBopa xjiopMCToro Boj^opojaa b ^MOKcaHe. 
^epe3 30 mmh npM6aBjiHK)T 5 mjt cyxoro 3$wpa . PacTBopMTejiM y^ajimoT 
b BaKyyMe, jjoCaBJTHioT cyxoM 3$np m TaKace yaajTHiOT, b BaKyyMe. 
OcTaTOK pacTMpaioT c cyxMM 3$wpoM. 3$wp OTj^ejiHioT ^eKaHTauneii . 

35 Bejioe TBepxioe BemecTBO cyuiaT Haji P2O5 b BaKyyMe. nojiy^aiOT 0.25 r 
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2HC1#L-Glu (HisOMe) OBzl . 

K pacTBopy 0.14 0 r nojiyqeHHoro BemecTBa b 4.5 6e3BO^Horo 
MeTaHOJia npn6aBjiHioT 0.10 r 10%-ro najuia«M« Ha aKTMBMpoBaHHOM 
yrne vl nepeMeuiMBaioT 2.5 m, nepnowecKM nponycKan tok BOflopo^a. 
5 KaTajiH3aTop OT,uejiHioT, npoMbmaioT Ha $mibTpe MeOH. PacTBopnTejib M3 
o6 r befli4HeHHoro $MJibTpaTa yxiajiHioT b BaKyyMe . K ocTaTKy jioSaBJinioT 
cyxoM 3$np m TaK^ce y^ajiHioT b BaKyyMe. BemecTBo cyinaT b BaKyyMe 
nan P 2 0 5 . Bbixo* 0.103 r (90.3%). R f 0.35 (6). B32CX b ycxtOBHHX 
(9): ojimh nwK, BpeMH Bbixo,na 6.16 mmh. 1 H-HMP cneKTp (CD 3 OD) , 5, 
10 m.jx.z 2.15 (m, 2H, p-CH 2 ) , 2.55 (t, 2H, y-CH 2 ) , 3.15 (t, lH r a- 
CH), 3.75 (c, 3H, CH 3 0) , 4.0 (t, 1H, a-CH-His) , 4.8 («, 2H, P~ 
CH 2 -His), 7.4 (c, 1H, CH-5-Im) , 8.81 (c, 1H, CH-2-Im) . Mace- 
cneKTp, m/z: 299.1. 

15 nPMMEP 6 

METHJIOBfclfi 30MP rJlYTAPPlJl-L-rMCTOflMHA (VII) . 

K pacTBopy 0.30 r (1.16 mmojib) .nHrH^poxjiopMjia MeTMJioBoro 
20 3$wpa L-rwcTHjiMHa, nojiy^eHHOMy HarpeBaHweM 4 0°C b 4 mji 

6e3Bo^Horo MeTaHOJia c nocjiextyiomMM oxjiaxcxieHMeM no 0°C, npn6aBjiflioT 
xojio^HbiM pac-TBop MeTMJiaTa HaTpMH r nojiy^eHHbiK 143 0.053 r (2.32 
MMOJib) MeTajiJiM^ecKoro HaTpnn m 1 mji MeTaHOJia. PeaKU^OHHyio cMecb 
ocTaBjiHioT Ha 20 mmh npn 0°C / 3aTeM npnCaBJiRioT paBHbin oC'beM 
25 cyxoro 3$wpa m ocTaBJi^iOT Ha 20 mmh npn 20°C. Oca^oK xjiopwcToro 
HaTpwa oT^ejiHioT, pacTBopMTejib yjjajinioT b BaKyyMe. OcTaTOK 
pacTBOpHioT b 3.5 mji DMF m npn6aBJiHiOT 0.132 r (1.16 MMOJib) 
rjiyTapoBoro aHrwupwua . PeaKUMOHHyio CMecb nepeMeuiMBaioT 2mm 
ocTaBjiHioT Ha 20 m npn 20°C. PacTBopMTejib y^ajiHioT b BaKyyMe. 
30 Macjioo6pa3HbiM ocTaTOK o^MiuaioT Ha KOJioHKe (30x1.6 cm) c 
CMJiMKarejieM 100/160, ojiiowpyioT MeTaHOJiOM. OpaKUMM, co^ep»cainMe 
uejieBOM npo^yKT, o6 r be t aMHHJin . PacTBopMTejib y^ajiniOT b BaKyyMe, 
cymaT nan P2O5. Bbixo^ 0.095r (28%). R f 0.43 (10). B32KX b ycJiOBMHX 
(8): ojqMH nMK f BpeMH Bbixojaa 9.95 mmh. 1 H-HMP cneKTp (CD 3 OD) f 6, 
35 M.fl.: 1.85 (M f 2H, p-CH 2 ) , 2.25 (t, 4H, a,y-CH 2 ), 3.05 U, 2H, P 
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-CH 2 -His), 3.7 (c, 3H, CH 3 0) , 4.67 (t, 1H, cc-CH-His) , 6.92 (c, 
1H, CH-5-Im) , 7.72 (c, 1H, CH-2-Im) . Macc-cneKTp f m/z: 284.4. 

nPMMEP 7 

5 

7.1. nEHTAOTOPcDEHMJIOBLIM 3<DMP N-SEH3MJI0KCMKAPE0HMJI-y- 
AMMHOMACJIHHOM KMCJIOTH (VIII a ) 

K 0.60 r (2.53 MMOJib) N-6eH3KJioKCMKap6oHHJi-y-aMPiHOMacji^HOM 
10 KMCJiOTbi npnOaBJiHioT 9 mji 6e3BOXCHoro 3THJiaueTaTa f 

nepeMeuiMBaioT m oxjiaamaioT no 0°C. ripwOaBJiHioT 0.52 r (2.53 MMOJib) 
DCC M 0.465 (2.53 MMOJib ) neHTa$Top$eHOJia. PeaKUMOHHyro cMecb 
nepeMeiiiHBaioT npn oxjiaauxeHUH 2 nocjie qero ocTaBJinioT Ha 20 h 

npw 20°C. OcajgoK DCU oT^ejiniOT f npoMbmaioT 6e3BO,UHbiM 3THJiau,eTaTOM . 
15 OpuibTpaTbi o6 , bejxMHHiOT / pacTBopMTejib yjiajiHioT b BaKyyMe . nojiyMaiOT 
Oejibie, cjierKa ^cejiTOBaTbie KpncTajuibi Z-y-Abu-OPfp, KOTopbie cymaT b 
BaKyyMe. Bbixoa 1.05 r ( 98.0%). R f 0.85 (1). 

7.2. METHJIOBHft 30MP N-EEH3I4J10KCMKAPEOHMJl-y-AMMHOEyTPIPMJl-L- 
20 rPICTMflMHA (VIII 6 ) 

K 0.30 r (1.16 MMOJib ) flwxjioprMflpaTa MeTMJioBoro 3$Mpa L- 
rHCTHxiHHa npM5aBJiHioT 4 mji 5e3Boj[Horo MeTaHOJia vl HarpeBaioT jxo 
pacTBopeHHH . PacTBop oxjia^ejiaioT jxo 0°C m npn6aBJiHioT oxjiaacneHHbift 
25 pacTBop MeTMjiaTa HaTpufl, npuroTOBJieHHbiM M3 0.053 r (2.32 mmojib) 
MeTajiJiM^ecKoro HaTpMH h 1 mji 6e3Bo«Horo MeTaHOJia. PeaKUMOHHyio 
CMecb ocTaBJiHioT npw 0°C Ha 20 mmh, npi46aBjiHK>T paBHbiii oC'beM 
cyxoro 3$wpa vl ocTaBjinioT npn 20°C Ha 20 mmh. Oca^OK xjiopMCToro 
HaTpMH OTjiejiHioT . PacTBopMTejib M3 $mibTpaTa y^ajiHKJT b BaKyyMe. K 
30 Macjioo6pa3HOMy ocTaTKy npM6aBjiHK)T 5 mji 6e3BOflHoro DMF, 0.50 r 
(1.24 MMOJib) Z-y-Abu-OPfp vl ocTaBJinioT Ha 20 *j npn 20°C. 
PacTBopMTejib y^aJiHioT b BaKyyMe. OcTaTOK o^wmaioT kojiohomhom 
xpoMaTorpa$neM Ha CHJiMKareJie L 40/100, ajiioMpyioT xjiopo$opMOM m 
rpajiweHTOM MeTaHOJia b xjiopo$opMe no cooTHomeHMH 2:8. OpaKUMM , 
35 coxtep^caiune uejieBoe BemecTBo c R f 0.4 6 (2), o6 r be,m4HflK)T, 
PacTBopMTejib yxcajiRioT b BaKyyMe. K ncuiy^eHHOMy ocTaTKy npn6aBJiHK)T 
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n30biTOK cyxoro 3$npa c 1 Kanjiefi Tpi43TwiaMMHa, pacTwpaioT . Bejioe 
TBep^oe BemecTBo oTjxejiaiOT, npoMbmaioT cyxKM 3$MpoM, cyiuaT b 
BaKyyMe. Bbixoj; 0.243 r (65.0%) f R f 0.46(2). Macc-cneKTp f m/z: 
375. 

5 

7.3. METMJ10BHM 3<DMP Y-AMMHOByTMPMJl-L-rMCTMflMHA (VIII). 

K 0.04 r (0.124 MMOJib) Z-y-Abu-L-His-OMe npwOaBJiHJOT 7 mji 
Ge3BOflHoro MeTaHOjia, 0.04 r 10%-ro najuiawH Ha aKTHBwpoBaHHOM 

10 yrjie h rwjpwpyioT 1 Mac npn nepeMeuiMBaHMM . riocjie nojiHoro 
npeBpameHMH ncxojjHoro BemecTBa c Rf 0.4 6 (2) b uejieBOM nponyKT c 
Rf 0(2) KaTajiM3aTop oT,uejiHiOT , npoMbmaioT MeTaHOJiOM. <DmibTpaTbi 
oG-beflMHHioT, pacTBopMTejib yxiajiHiOT b BaKyyMe. nojiy^aioT 6ecu.BeTHoe 
BH3Koe Macjio. Bbixos 0.030 r (90.0 %). R £ 0.05 (3), R t 0.1 (4). 

15 B33KX b ycjiOBwax (1): o^mh nwK, BpeMH Bbixojia 4.8 mhh. 1 H-HMP 
cneKTp (CD3OD) , 5, m.jx.i 1.85 (m, 2H, P-CH 2 ) , 2.23 (t, 2H, y- 
CH 2 ) , 2.95 (n, 2H, p-CH 2 -His) f 3.1 (t, 2H, ct-CH 2 ) , 3.7 (c, 3H, 
CH3O) , 4.65 (t, 1H, a-CH-His), 6.85 (c, 1H, CH-5-Im) , 7.6 (c, 
1H, CH-2-Im) . 

20 

nPMMEP 8 

8.1. N a -TPET . -ByTMJ10KCMKAPBOHMJI~a-BEH3MJl-L-rJTyTAMMJTrHCTMflPIH 

(IX a ) 

25 

K pacTBopy 0.100 r (0.64 5 MMOJib) L-rwcTMflMHa b 3 mji BO^bi 
npn nepeMeuiKBaHMM npnCaBJiHioT 0.75 mji ^MOKcaHa m 3aTeM nopuMHMM b 
TeqeHwe 2 v 0.560 r (1.29 MMOJib) Boc-L-Glu (ONSu) OBzl m 2.25 mji 
WOKcaHa (no cooTHomeHMH .ijHOKcaH: Bona 1:1). 06pa3OBaBUiyK)CH 

30 cycneH3Mio nepeMeuiMBaioT 2mm ocTaBJiaiOT Ha 20 ^ npM 20°C, nocjie 
^ero cycneH3MH npeBpamaeTcn b pacTBop. PacTBopMTejib yjxajinioT b 
BaKyyMe. Macjioo6pa3HbiM ocTaTOK o^nmaiOT Ha KOJiOHKe 30 x 1.6 cm c 
CMJiMKarejieM 100/160, sjiiowpyiOT cMecbio xjiopo$opM-MeTaHOJi 5:1, 
nocTeneaHo yBejin^MBan cosepacaHwe MeOH no 50%. (DpaKUMM, 

35 ccuepjKamwe uejieBOM npo^yKT, oSte j^pihhiot , pacTBopMTejib yaaJinioT b 
BaKyyMe. ITojiy^aiOT Gejioe TBepjjoe BemecTBo. Bbixojx 0.150 r (45.7%). 
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R f 0.48 (3). 1 H-HMP cneKTp, (CD 3 OD) 5, m.*. : 1.4 (c, 9H, (CH 3 ) 3 C), 
1.98 (m, 2H, p-CH 2 ), 2.3 (t, 2H, y-CH 2 -Glu) , 3.1 (m, 2H, P~CH 2 - 
His), 4.07 (t, 1H, a-CH), 4.5 (t, 1H, a-CH-His) , 5.18 (m, 2H, 
CH 2 -Bzl), 7.17 (c, 1H, CH-5-Im) , 7.35 (m, 5H, C 6 H 5 ) , 8,4 (c, 1H, 
CH-2-Im) . 

8.2. flWXJlO PPM,!!, PAT a-METPUIOBOrO 30MPA y-L-rJIYTAMMJirMCTMAMHA (IX) 

K pacTBopy 0.140 r Boc-L-Glu (His ) -OBzl (IX a ) b 1 mji 
6e3Bo,n;Horo MeTaHOJia npuSaBJiHioT 3 mji 4 h pacTBopa xJiopncToro 
Bcnopona b jiMOKcaHe m BbmepaenBaioT 4 0 mmh npw 20°C. K peaKUMOHHOM 
CMecM npn6aBJiniOT 3$wp, w pacTBopviTejiw y^ajiniOT b BaKyyMe. K 
ocTSTKy BBa^KHbi npn6aBJTHioT nopuMHMM 3$wp m y^aJiHioT b BaKyyMe. 
Oca^oK pacTHpaioT c 3$wpoM no o6pa30BaHMH 6ejioro TBep^oro 
BemecTBa. 3$wp .aeKaHTupyioT, octstok cyiuaT b BaKyyMe vi o^MiuaioT 
npenapaTMBHOM SyMa^cHOM xpoMaTorpa$Men b cwcTeMe SyTaHOJi-yKcycHan 
KMCJioTa-BO,aa 4:1:5, BepxHHH $a3a. Ilojiy^aiOT 0.12 r (95.8%) 
jlviKJiopvTAXxpaTa jxvmenTujxa , Rf 0.26 (3). K pacTBopy 0.117 r 
nojryqeHHoro npo^yKTa b 4.5 mji 6e3BojciHoro MeTaHOJia npn6aBJiHK)T 
0.096 r 10%-ro najuia^MR Ha aKTMBwpoBaHHOM yrjie . PeaKuwoHHyio 
CMecb nepeMeuiMBaioT 2.5 m, nepwowecKM nponycKan tok BOflopoaa. 
KaTajiM3aTop oTnejinioT, npoMbiBaioT Ha $MJibTpe 5 mji MeOH. d>MjibTpaTH 
oGT=ejiHHHiOT, pacTBopMTejib yxiaJiHioT b BaKyyMe. OcTaTOK cyiuaT b 
BaKyyMe nan P 2 0 5 . Bbixon 0.091 r (96.1%). R f 0.3(6). B33KX b 
ycjiOBMHx (10): oamh nMK, BpeMH Bbixojia 5.40 mmh. Macc-cneKTp, 
m/z: 299.2. 1 H-HMP cneKTp (CD 3 OD) , 5, m.*.: 2.15 (m, 2H, p-CH 2 ) , 
2.55 (t, 2H, y-CH 2 ) , 3.16 (t, 1H, a-CH), 3.75 (c, 3H, CH 3 0) , 3.99 
(t, 1H, a-CH-His), 4.8 (jux, 2H f p-CH 2 -His), 7.38 (c, H, CH-5- 
Im) , 8.80 (c, H, CH-2-Im) . 

nPMMEP 9 

9.1. N-BEH3MJI0KCMKAPB0HMJl-y-AMPlH0ByTMPMJITPMnTAMMH (X a ) 
K pacTBopy 0,252 r (0, 625 MMOJib) Z-y-Abu-OPfp b 5 mji DMF 
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npMOaBJiHK)T 0.10 r (0.625 MMOJib) TpwnTaMMHa m nepeMeuiHBaioT npw 
25°C 2m. PeaKUHOHHyio cMecb ocTaBJinioT Ha 16 ^ npw tom ace 
TeMnepaType f nocjie yero npM6aBJiHioT 7-KpaTHbiM H36biTOK bo^bi ( no 
oGnbeMy) . Eejibift tbopojkmcthm ocajaoK oTc^HJib TpOBbiBaioT , npoMHBaioT Ha 
5 $MJibTpe Boson, cymaT . Bbixo^ 0.22 r (93.0%). R f 0.6 (5), Rf 0.54 
(3). Macc-cneKTp, m/z: 380.6 

9.2. Y-AMI4HOByTOPMJTTPMnTAMMH (X) 

10 K 0.133 r (0.35 MMOJib) Z-y-Abu-TrpA npw6aBJifliOT 7 mji 

6e3BonHoro MeTaHOJia, nepeMeuiMBaiOT no pacTBopeHMH ochobhom Maccbi 
BemecTBa, npnGasjiHioT 0.133 r 10%-ro najijia^wa Ha aKTHBwpoBaHHOM 
yrvie h iwipwpyiOT 1 m. riocjie nojiHoro npeBpameHMH wcxo^Horo 
BemecTBa c R f 0 . 6 (5) b uejieBofi npoflyKT c Rf 0 (5) KaTajin3ai»op 

15 OTJjeJIHIOT, npOMblBaiOT MeTaHOJIOM. OMJIbTpaTbl oSteaHHHIOT, 

pacTBopMTBJib yxtajiHiOT b BaKyyMe. riojiy^aioT OecuBeTHoe BH3Koe 
Macjio. Buxoa 0.086 r (99.0%). R f 0.43 (3). B33KX b ycJiOBMHX (2): 
oflMH nMK f BpeMH Bbixosa 18.5 mmh . 1 H~HMP cneKTp (CD 3 OD) , 5, M.ja.: 
1.65 (m, 2H, p-CH 2 ) , 2.05 (t, 2H, Y-CH 2 ) , 2.85 (t, 2H, p-CH 2 - 
20 TrpA) , 3.0 (t, 2H, cc-CH 2 ) , 3.45 (m, 2H, a-CH 2 -TrpA) , 6.95 (c, 
1H, CH-2-Ind) f 6.99 (m, 1H, CH-5-Ind) , 7.05 (m, 1H, CH-6-Ind) , 
7.28 (fl f 1H, CH-7-Ind), 7.48 U, 1H, CH-4-Ind) . 

nPMMEP 10 

25 rJiyTAPMJl-0-BEH3MJICEP0T0HMH (XI ) 

K cycneH3MM 0.20 r (0.66 MMOJib) xjioprmipaTa O- 
6eH3MJicepoTOHMHa b 3 mji DMF npnCaBjinioT npM nepeMeuiMBaHMM 0.09 mji 
(0.66 MMOJib) TpMSTMjiaMMHa / a 3aTeM 0.075 r (0.66 mmojib) 

30 rjiyTapoBoro aHrMjipM^a . PeaKUMOHHyio Maccy nepeMeuiMBaiOT 1 m vl 
ocTaBJinioT Ha 20 h npw 20°C. OcajiOK xjioprwipaTa TpM3TMJiaMHHa 
oTjie J1HK3T , pacTBopwTejib yjiajiJTOT b BaKyyMe. Macjioo6pa3HbiM ocTaTOK 
OHHmaiOT Ha KOJioHKe 31 x 1.5 cm c CHjiHKarejteM Silica gel 60, 
0.063-0.2 mm (Merck). 3jnowpyioT cMecbio xjropo$opM - MeTaHOJi 9:1. 

35 OpaKUMM, coaepHcamwe uejieBOM npojiyKT, oS'be.UMHHioT, pacTBop^Tejib 
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yjjajiJTOT b BaKyyMe. nojiy^aiOT 6ecu,BeTHbiM cTeKJioo6pa3HbiM npo;qyKT . 
Bbixcu 50 Mr. (20 %). R f 0.48 (1). B33KX b ycjiOBMHX (14): oamh 
roiK, BpeMH Bbixojja 23.8 mmh. 1 H-HMP cneKTp (CD3OD) , 5 f m.h. : 2.05 
(m, 2H, p-CH 2 -GA) , 2.45 (m, 4H, a, y :-CH 2 -GA) , 3.1 (t, 2H, P~CH 2 ) , 
5 3. 67 (t, 2H, a-CH 2 ), 5.3 (c, 2H, CH 2 -Bzl), 7.0 (Mr 1H, CH-6- 
Ind) , 7.1-7.7 (m, 8H, CH-7-Ind, CH-2-Ind, CH-4-Ind, C 6 H 5 ) . 

nPMMEP 11 

10 N-rJIYTAPPIJlCEPOTOHMH (XII) 

K 25 Mr (0.0 65 mmojib) rjiyTapMJi-0-6eH3MJicepoTOHMHa 
npnCaBJiHiOT 4 mji 0e3BO«Horo MeTaHOJia. K pacTBopy AoOaBJiniOT 30 Mr 
KaTajrin3aTopa - najuiajiMH Ha aKTMBMpoBaHHOM yrjie m rnjipMpyioT 1 h 
npn nepeMeuiMBaHMH. KaTajiH3aTop oT$MJibTpoBbiBaioT . PacTBopnTejib M3 

15 $>uibTpaTa yjjajiniOT b BaKyyMe. Bbixo^ 17 Mr (90%). R f 0.31 (1). 
B33KX b ycjiOBMHX (14): o^mh itok, BpeMH Bbixo^a 16.27 mmh. 1 H-HMP 
cneKTp (CD3OD) , 5, m.r.z 2.0 (m, 2H, p-CH 2 -GA) , 2.5 (m, 4H f a,y- 

CH 2 -GA) , 3.0 (t, 2H, P~CH 2 ) , 3.65 (t, 2H, a-CH 2 ) , 6.85 Ua, 1H, 
6-CH-Ind), 7.15 U, 1H, CH-4-Ind) , 7.25 (c, 1H, CH-2-Ind) , 7.4 
20 U, 1H, CH-7-Ind) . 

FIPMMEP 12 

TJiyTAPMH- 5 -0-METMJ1CEPOTOHMH (XIII) 

25 

K pacTBopy 0.20 r (1.05 MMOJib) O-MeTMjicepoTOHMHa b 3 mji DMF 
npM6aBJiRK)T npn nepeMeuiMBaHMM 0.12 r (1.05 MMOJib) rJiyTapoBoro 
aHrw^pMAa. PeaKLiMOHHyio Maccy nepeMeuiMBaioT Imm ocTaBjinioT Ha 20 
m npM 20°C. PacTBopnTejib yaaJiHioT b BaKyyMe. MacJioo6pa3Hbin 

30 OCT8TOK o^MiuaioT Ha KOJiOHKe 31 x 1.5 cm c CMjiMKarejieM Silica gel 
60, 0.063-0.2 mm (Merck). SjiioMpyioT cMecbio xjiopo$opMa m MeTaHOjna 
9:1. d>paKU,MM, co^epjKainne uejieBOM npo^yKT, oO'be.UMHHioT, 
pacTBopMTejib yji3.JW.jQT b BaKyyMe. nojiy^aiOT 6ecuBeTHoe 
CTeKJioo6pa3Hoe BemecTBo. Bbixoa 0.095 r (29.8%). R f 0.51 (1) . 

35 B3)KX b ycjiOBMHX (14): orvih tivlk, BpeMH Bbixojja 19.0 mmh. x H-flMP 
cneKTp (CDCI3+CD3OD) , 5, m.h.: 1.95 (m, 2H, p-CH 2 -GA) , 2.37 (m, 
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4H, a,Y-CH 2 -GA), 3.0 (t, 2H, (3-CH 2 ) , 3.56 (t, 2H, a-CH 2 ) , 3.92 

(c, 3H, CH 3 0), 6.83 (AA, 1H, CH-6-Ind) , 7.1 («, 2H, CH-2, 4-Ind) , 
7.31 U, 1H, CH-7-Ind) - 

5 nPMMEP 13 

rJIYTAPPIJl-T PMnTAMMH ( XVI I ) 

K pacTBopy 0.15 r (0,94 mmojib) TpMriTaMMHa b 3 mjt DMF 
npnCaBJiHiOT npn nepeMeuiMBaHMH 0.107 r (0,94 MMOJib) rjiyTapoBoro 

10 aHrw^pM^a. PeaKUMOHHyio Maccy nepeMeiuMBaioT 1 m ocTaBJinioT Ha 20 
*j npw 20°C. PacTBopMTejib y^aJinioT b BaKyyMe. MacJioo6pa3HbiM 
OCT3TOK o^iMmaiOT Ha KOJioHKe 31 x 1.5 cm c CMJiMKareneM Silica gel 
60, 0.063-0.2 mm (Merck). 3jiK)MpyioT CMecbio xjiopo$opMa m MeTaHOJia 
9:1. OpaKUMM, cojgepscaiuMe uexteBOM npojiyKT, 06'benMHHiOT , 

15 pacTBOpMTejib yAajiHioT b BaKyyMe. Ilojiy^aioT 6ecuBeTHoe 
CTeKJioo6pa3Hoe BemecTBO. Bbixofl 0.2 r (78%). R f 0.41 (1). B33KX b 
ycjiOBMHX (14): oximh nMK, BpeMH yjiepacMBaHMH 18.95 mmh. 1 H-HMP 
cneKTp ( CDCI3+CD3OD) , 5, M.a. : 1.90 (m, 2H, p-CH 2 ) , 2.27 Ut, 4H, 
a,y-CH 2 ), 2.95 (t, 2H, p-CH 2 -TrpA) , 3.50 (t, 2H, a-CH 2 -TrpA) , 7.0 

20 ( t , 2H, CH-5,6-Ind), 7.1 (c, 1H, CH-2-Ind) , 7,35 (a, lH f CH-7- 
Ind) f 7.55 U, 1H, CH-4-Ind) . 

nPMMEP 14 

25 rJiyTAPMJl-4~ (2-AMMH03TI4JI) MOPOOJIMH (XIV) 

K pacTBopy 0.5 r (4.39 MMOJibb) rjiyTapoBoro aHrM^pM^a b 1 mji 
DMF npw nepeMeiiiMBaHMM m oxjia^cxteHMM bojxom npnOaBJiniOT 0.57 mji 
(4.39 MMOJib) 4- (2~aMMH03TMJi) Mop$oJiMHa. nepeMeuiMBaioT 30 mmh, 
ocTaBJinioT Ha 20 h npM 20°C. PacTBopMTejib y^ajiHiOT b BaKyyMe. 
30 Macjioo5pa3HbiM octstok npoMbmaioT sc^MpoM, pacTBOpMTejib yflaJiHK)T b 
BaKyyMe, cyiuaT m ocTaBJinioT npw +4°C Ha 2 0 ^. 06pa3yiomeecH 
KpMCTaJiJiM^ecKoe BemecTBO npoMbiBaioT m pacTMpaioT c 3$wpoM (3 x 1.5 
mji) , a 3aTeM c aueTOHOM (4x1.5 mji), OTjiejinioT ot pacTBopMTejieM, 
cymaT b BaKyyMe. nojiy^atoT 0.265 r (24.8 %), R f 0.41 (6). B32CX b 
35 ycjiOBMHX (11): oavlh nMK , BpeMH Bbixofla 3.93 mmh. """H-HMP cneKTp 
(CD3OD) , 8, m.ju: 0,5 (m, 2H, p-CH 2 -GA) , 0.9 (m, 4H, a,y-CH 2 -GA) , 
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1.3 (m, 8H r CH 2 -2, 3, 5, 6-mop$ojimhmji) , 2.0 (t, 2H, P~CH 2 ) , 2.38 
(t, 2H, a-CH 2 ) . 

nPMMEP 15 

rJiyTAPWJl-2- ( 2-AMMH03TMJ1) -nMPMflMH (XV) . 

K pacTBopy 0.3 r (2.63 MMOJib ) rjiyTapoBoro aHrHBpH^a b 1 mji 
DMF npM6aBji^iOT npn nepeMeuiMBaHMM m oxjia^cjjeHMM bohom 0.315 mji 
(2.63 mmojib) 2 - (2-aMMH03TMji) nwpwflMHa. riepeMeiiiMBaiOT 1mm 
ocTaBJiRiOT Ha 20 m npn 20°C. BunaBUiMM SejibiM oca^oK 

oT^HJibTpoBbiBaioT, MHoroKpaTHo npoMbmaioT 3$MpoM M aueTOHOM, CyiliaT . 
Bhxoji 0.29 r (46.7 %). R f 0.27 (1). B3)KX b ycjiOBHHX (12): ojjmh 
itok, BpBMH Bbixcaa 14.33 mmh. 1 H-HMP cneKTp (CD3OD) , 5, M.fl. : 0.41 
(m, 2H, p-CH 2 -GA) , 0.81 (m, 4H, a, y-CH 2 -GA) , 1.6 (t, 2H, P~CH 2 ) , 
2.15 (t, 2H, a-CH 2 ) , 5.9 (m, 2H f CH-4 , 5-nMpMjjMHMJi) f 6.4 (m, 1H, 
CH-3-nHpMflHHHjr) , 7.05 (m, 1H, CH-6-Py) . 

nPMMEP 16 

rjiyTAPMJ10EHMJ13TMJIAMMH ( XVI ) 

K pacTBopy 0.5 r (4.39 MMOJib) rjiyTapoBoro aHrn^pM^a b 1 mji 
DMF npnOaBjiHioT npn nepeMeuiMBaHMM m oxjia^eHMM bosom 0.55 mji 
(4.39 MMOJib) $eHMJi3TMJiaMMHa . IlepeMeuiMBaioT 30 mmh, ocTaBJiaiOT Ha 
2 0 ^ npM 20°C. PacTBopMTejib y^aji^iOT b BaKyyMe, octstok o^MinaiOT 
Ha KOJioHKe 25 x 230 mm c Kieselgel 40 sjih kojiohomhom 
xpoMaTorpa$MM («Fluka») . 3jiioMpyK)T rpa^eHTOM xjiopo$opM -s- 
xjiopo(£>opM - MeOH (9:1). ^paKUMM, coflepacamMe uejieBOM 

npo^yKT c R f 0.57 (1) obTbe^MHRioT, pacTBopMTeJib y,uaji#ioT b 
BaKyyMe, cyuiaT . Bbixoxt 1.02 r (99%). B3)KX b ycjiOBMHX (13): ojwh 
nMK f BpeMH Bbixo.ua 15.12 mmh. 1 H~HMP cneKTp (CDCI3) , 8, m.«. : 1.9 
(m, 2H, p-CH 2 -GA) , 2.15 (t, 4H, a,y-CH 2 -GA) , 2.8 (t, 4H, a,p- 
CH 2 ) , 7.2 (m, 5H, C 6 H 5 ) . 
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IIPWMEP 17 

UMKJIOrEKCMJIKAPBOHMJirHCTAMMH ( XXIX ) 

5 K 700 Mr (3,85 mmojib ) ^HXJioprM^paTa rncTaMMHa npnCaBJinioT 9 

Mji 6e3BoxiHoro MeTaHOJia, HarpeBaioT jxo 50°C m nepeMeuiMBaioT jjo 
pacTBopeHMH, nocjie ^ero oxjiaamaiOT no 0°C. K pacTBopy npM6aBjiHK)T 
1,42 mji (7,7 mmojib) 5,4 m pacTBopa MeTMJiaTa HaTpMH b MeTaHOJie. 
CMecb Bbi^ep^cMBaiOT 2 0 mmh npn 0°C, aaTeM npn6aBJiHK)T paBHbiw oSteM 

10 6e3BO£Horo 3<J>wpa h BbmepacwBaioT 20 mmh npn 20°C. BbinaBuiMH oca^OK 
NaCl OTjiejiRioT. PacTBOpHTejib M3 $MJibTpaTa y^ajiniOT b BaicyyMe. 
Macjioo6pa3HbiH ocTaTOK pacTBOpHFOT b 5 mji flMO 14 oxjiaacjaaiOT ro 
+ 5°C. K pacTBopy ripn nepeMemwBaHMM npw6aBJiHK>T 0, 537 mji (3,85 
MMOJib) TpMSTMJiaMMHa ia saTeM 0,52 mji (3,85 MMOJib) xjiopaHrw^pHfla 

is uHKJioreKcaHKap6oHOBOM KMCJiOTfai. PeaKUMOHHyio CMecb nepeMeuiHBaiOT b 
Te^eHwe 1 ^iaca . BbinaBiiiHM ocajxoK OTjjejiHioT . PacTBOpHTejib M3 
$HJibTpaTa yjxajiJTOT b BaicyyMe. nposyKT KpMCTajuiM3yiOT M3 2 mji 
aueTOHa c ^oCaBjieHi^eM TppiSTHJiaMMHa . BbinasiiiHM oca^OK oTjjejiHioT , 
npoMtiBaiOT 2 mji cMecw 3$npa c aueTOHOM (1:1), 2 mji MeTaHOJia c 

20 aueTOHOM (1:1) c j3o6aBJieHneM TpwsTMJiaMMHa . R f 0,57 (7). Bbixoji 
184 Mr (52%). B3)KX b ycjiOBHHX (1): o^ih nuK , BpeMH Bbixoxia 18,05 
mmh. CneKTp 1 H-flMP (CD 3 0D) , 8, m.jr.: 1, 36-1,78 (m, 10H, (CH 2 ) 5 - 
UHKJioreKcaH) , 2,18 (m, 1H, >CH-CO-), 2,8 (t, 2H, (3-CH 2 -HA) , 3,41 
(t, 2H, a-CH 2 -HA) , 6,85 (c, 1H, 5-CH-Im) , 7,6 (c, 1H, 2-CH-Im) . 

25 

nPMMEP 18 

UMKJlOrEKCPUlKAPBOHMJlT PHTIT AMPIH ( XXX ) 

30 K pacTBopy 0,20 (1,25 MMOJib ) TpwnTaMMHa b 2,5 mji 

^MMeTMJi$opMaMM,iia npn mhtghcmbhom nepeMeiUHBamw npnOaBJiniOT 0,17 

MJI (1,25 MMOJib) TpM3TMJiaMMHa H 0, 17 MJI (1,25 MMOJib) 

UMKJioreKcaHOHJixjiopMjia . PeaicmiOHHyio CMecb nepeMeuiHBaiOT 1,5 qaca b 
TeMHOTe, 3aTeM npnOaBJiHioT 10 mji 5% pacTBopa Na 2 CC>3 h 
35 nepeMeuiMBaioT eme 30 mmh. 06pa30BaBiuyiocH SMyjibcwio SKCTparnpyioT 2 
x 15 mji STMJiaueTaTa . 3TMJiaueTaTHbiM 3KCTpaT oO^extMH^iOT, 



JIHCT B3AMEH H3TbHTOrO (nPABHJIO 26) 



WO 99/01103 



51 



PCT/RU98/00215 



npoMbmaiOT 30 mji BO,abi, cyuiaT nan 6e3BojjHUM Na 2 S0 4 . PacTBopMTejib 
y^ajiHioT b BaKyyMe . Macjioo6pa3HbiM octstok o^MiuaiOT Ha KOJioHKe c 
CMjiMKarejieM Kieselgel 60 c pa3MepoM qacTMU 0,035-0,07 mm (§MpMbi 
«Fluk:a»} c 3JiiouHeH rpa^neHTOM pacTBopnTejien xjiopo$opM-xjiopo$opM: 
5 MGTaHOJi (9:1). OpaKUMM, coaepacamMe uejieBoii npo^yKT, o5 r be^MHHioT / 
pacTBopHTejib yjiaji^ioT b BaKyyMe. Bbixofl 0,068 r (20,3%). Rf 0,63 

(1). B33KX b ycjiOBMHX (15): ojimh riMK, BpeMH ysep^CMBaHMH 32 , 7 mmh. 
CneKTp X H- HMP (CDC1 3 ) , 5, M.a. : 1,1-1,85 (m, 10H, m, (CH 2 ) 5 - 

UMKJioreKcaH) , 2,0 (m, 1H, CH-) , 2,91 (t, 2H, P~CH 2 -TA) , 3,6 (t, 
10 2H, a-CH2-TA), 7,0(c, 1H, 2-CH-Ind) , 7,1 (t, 1H, 5-CH-Ind) , 

7,2 (t, 1H, 6-CH-Ind) , 7,4 U, 1H, 4-CH-Ind) , 7,6U, 1H, 7-CH- 

Ind) . 

riPHMEP 19 

15 

TEKCAHOMJlTPMnTAMMH (XXXI ) 

K pacTBopy 0,20 r (1,25 MMOJib) TpwnTaMMHa b 2,5 mji 
jXMMeTMji$opMaMM.aa jxoOaBjiaioT npw mhtghcmbhom nepeMeuiMBaHMM 0,18 mji 

20 (1,25 MMOJib) TpM3TMJiaMMHa M 0,17 MJI (l f 25 MMOJib) 

reKcaHOMJixjiopM.ua. PeaKUMOHHyio Maccy nepeMeuiMBaiOT b t eMHO t e 1,5 
yaca, npnCaBJiHioT 10 mji 5% pacTBopa Na2C03 m nepeMeuiMBaioT eme 
30 mmh. BbinaBuiMM 6ejibin oca^OK oTziejiHioT m npoMbiBaioT Ha $MJibTpe 2 

X 4 MJI BOJJOM, 2x4 MJI COJ1HHOM KMCJIOTOM, 3x4 MJI BOflOM, CyUiaT 

25 b BaKyyMe Hajj P2O5 . nojiy^eHHbiM npcuyKT saTeM o^MiuaioT Ha KOJioHHe 
c CMJiMKareJieM Kieselgel 60 c pa3MepoM qacTMU 0,063-0,2 mm ($MpMbi 
«Merck») c 3JnouweM rpa^weHTOM pacTBopMTejien xjiopo$opM-xjiopo$opM: 
MeTaHOJi (9:1). OpaKUMM, coaep^amne uejieBon npcuyKT, o6 r be,m<iHfliOT, 
pacTBopMTGJib y^ajitfiOT b BaKyyMe. Bbixo^i 0,108 r (33,4%). R f 

30 0, 54 (1). B3)KX b ycjioBMHx (15): ojqMH nnK, BpeMH y^ep^KMBaHMH 33,13 
mmh. CneKTp I H-HMP (CDC1 3 ) , 5, M.fl.: 1,9 (t, 3H, CH 3 -) , 1,25(m, 
4H, (CH 2 ) 2-reKcaHOMjia) , 1,6(m, 2H, p-CH 2 -reKcaHOMJia) , 2,15 (t, 
2H, a~CH 2 -reKcaHOMJia) , 3,0 (t, 2H, P~CH 2 -TA) , 3,6 (t, 2H, a-CH 2 - 
TA) , 7,0 (c, 1H, 2-CH-Ind) , 7,1 (t, 1H, 5-CH-Ind) , 7 , 2 (t, 1H, 

35 6-CH-Ind) , 7,4 in, 1H, 7-CH-Ind) , 7,6 U, 1H, 4-CH-Ind) . 
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nPMMEP 20 

METP1JIOBLIM 30MP N-rEKCAHOMJI-L-TPMnTOOAHA (XXXII) 

K pacTBopy 0,40 v {1,51 mmojil) HCl*H-Trp-OMe b 2,5 mjt 
.UHMeTMJi^opMaMMXia npi46aBJiHK)T npw nepeMeiuHBaHMM 0,44 mji (3,14 

MMOJIb) TpM3TMJiaMI4H3 M 0,216 MJI (1,57 MMOJTb ) reKCaHOMJIXJIOpHfla . 

Hepe3 2,5 qaca k peaKUwoHHow Macce ripn oxjia^cfleHMM JibflOM 
npMOaBJiHioT 2 0 mji 5% pacTBopa Na 2 C0 3 vl nepeMeuiHBaiOT 10 mhh. 
npojjyKT sKCTparnpyioT 2 x 2 5 mji 3TMJiaueTaTa - 06 r be,m'iHeHHbie 
STKJiaueTaTHbie SKCTpaKTbi npoMbmaioT paBHbiM ob^eMOM BOflbi, cyuiaT 
nojx 6e3BOXtHbiM Na 2 S0 4 , pacTBopMTejib yjjajinioT b BaKyyMe. 
MacjiooSpa3HbiH ocTaTOK o^MmaioT Ha KOJioHKe c cmiMKarejieM Kieselgel 
60 c pa3MepoM qacTMU 0,0 63-0, 2 mji (<£npMbi «Fluka») c ojiiouyiePi 
rpajiMeHTOM pacTBopHTejien xJiopo$opM-xjiopo$opM: MeTaHOJi (9,5:0,5) 
OpaKUHM, cojaep^KauoMe uejieBoft npojiyKT, o6 r hex&mfiioT , pacTBopMTejib 
yjj,ajiHK)T b BaKyyMe. Bbixojj, 0,138r (27,7%). R f 0,79 (1). B35KX b 
ycjiOBMHX (16): ojjmh fimk , BpeMH yflep»:MBaHMn 6,92 mmh. CneKTp X H- 
HMP (CDCI3) , 5, m.xu : 0,9 (t, 3H, CH 3 -) , 1,24 (m, 4H, y,5,-CH 2 - 
reKcaHOMJi), 1,57(m, 2H, p-CH 2 -) , 2,13(t, 2H, oc-CH 2 -) / 3,31U, 
2H, p-CH 2 -Trp) , 3,7 (c, 3H, CH3O-) , 4,96(t, 1H, . a-CH-Trp) , 7,0 
(c, 1H, 2-CH-Ind) , 7,12(M F 2H, 5-CH, 6-CH-Ind) , 7, 33 — 7, 53 ( jxjx , 
1H, 4, 7-CH-Ind) . 

nPWMEP 21 

N- [MMH 1 D I A30JIMJ1-4~AUETMJ1] -FEriTMHAMMH (XXXIII) 

K pacTBopy 0,30 r (1,84 MMOJib ) xjioprwapaTa MMi4jj,a30JiyKcycHoti 
KMCJioTbi b 2,5 mji flMQ npw nepeMeuiMBaHMM m oxjiaacfleHMi* jibflOM 
npnGaBJiHioT 0,248r (1,84 MMOJib) l-0KCM6eH30Tp>ia30Jia m 0,38r (1,84 
mmojib) J4MunKjioreKCMJiKap6ojj,Hi4MWj4a . PeaKUMOHHyio CMecb nepeMeniMBaioT 
npM oxjiaacxteHHH 10 mmh. 3aTeM npn6aBJiRiOT 0,27 5 mji (1/84 MMOJib) 
renTMJiaMMHa. PeaKUMOHHyio CMecb nepeMeuiMBaioT 1 yac h ocTaBJinioT Ha 
2 0 uacoB npM +4°C. OcaflOK flMUMKjioreKCMJiMoyeBMHU oT,rteJi;iK>T, 
pacTBopMTejib H3 $MJibTpaTa yjjajiHiOT b BaKyyMe. (DpaKUMM, cojjep^camMe 
ueJieBOM npojuyKT, oSteflHHHioT, pacTBopMTejib yj^ajiniOT b BaKyyMe. 
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Bbixofl 0,12 r (29%). R f 0 f 39 (2). B3)KX b ycjiOBMHX (15): BpeMH 
y^epiacMBaHPiH MHWBM^yajibHoro BeuxecTBa 28,01. CneKTp I H- 
HMP(CDC1 3 ), 5, M.S.: 0.9 (t, 3H, CH 3 -) , 1,3 (m, 10H, -(CH 2 ) 5 -)r 
1,8 (t, 2H, <x-CH 2 -), 3,0 (c, 2H, -CH 2 ~) , 7,6 (c, 1H, 5-CH-Im) , 
5 8,2 (c, 1H, 2-CH-Im) . Macc-cneKTp: [M+1H] + , m/z: 224. 

IIPHMEP 22 

22.1 BEH3MJI0BHM 30MP N a -TPET . -ByTMJIOKCMKAPBOHMJI-p-7UlAHMHA 

10 

PacTBop 0,8 r (5,29 MMOJib) Boc-p-Ala b 4 mji STaHOJia 
npnaaBjiHiOT k pacTBopy 1,38 r (5,29 MMOJib ) Kap6oHaTa u,63hh b 
Boxne. PacTBopMTejib y^ajinioT b BaKyyMe . Macjioo6pa3Hbin ocTaTOK 
cymaT b BaKyyMe xxo o6pa30BSHMH 1,4 5 r CTeKJioo6pa3Horo ocTaTKa 

15 ue3MeBOH cojim Boc-p-Ala, KOTopyio 3aTeM pacTBopniOT b 10 mji flMO. 
K pacTBopy npn nepeMeniMBaHMM m oxjiaacaeHnn npnOaBJiniOT nopuLH hmm 
0, 538 mji (4,53 MMOJib) 6poMncroro 6eH3MJia m nepeMeuiHBaiOT 1,5 
yaca. OcaxtoK GpoMMCToro ue3MH oTjaejinioT, pacTBopMTejib M3 
$MjibTpaTa y,najiHioT b BaKyyMe. Macjioo6pa3Hbiw octstok o^muaiOT 

20 kojioho^hom xpoMaTorpa^wew Ha cMjiMKarejie c ajnouMen xjiopo$opMOM. 
nojiy^aioT 0,7 0 r (55,0%) 6eH3MJioBoro 3$wpa Boc-p-ajiaHMHa . Rf 
0,27 (9) . 

22.2. N-BEH3MJIOKCHKAPBOHPUI- [L-rMCTPfflPlJI] -p-AJIAHMHA BEH3PUI0BLiM 30MP 

25 

K 0,60 r (2,15 MMOJib) Boc-p-Ala-OBzl npw6aBJiKiOT 3,5 mji 4N 
pacTBopa HC1 b ^MOKcaHe, ocTaBJiniOT Ha 4 0 mmhyt . 3aTeM npuSaBJinioT 
3x5 mji 6e3Bo,n;Horo 3$npa, pacTBopMTejib y,aajiHioT b BaKyyMe. 
Macjioo6pa3Hbiw ocTaTOK pacTBopniOT b 3,5 mji HMO, npvi6aBjijqiOT 

30 Tpn3TWJiaMHH flo pH 8 . npw oxjiaameHMM jib^oM M nepeMeuiMBaHMM 
npn6aBJiHK)T 0, 622 r (2,15 MMOJib) Z-L-His m 1,63 r (2,15 mmojib) 
«KOMnjieKca F». PeaKUMOHHyio CMecb nepeMeuiHBaiOT npn 0°C 1 Mac m 
ocTaBJiHioT Ha 20 qacoB npw + 4°C. Oca^oK BMUMKJioreKCMJiMo^eBMHbi 
OT,uejiHiOT, pacTBopMTejib H3 4>MjibTpaTa ysajiHioT b BaKyyMe. 

35 Macjioo6pa3HbiH ocTaTOK pacTBopnioT b aueTOHe vi ^o6aBJiHioT 
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TpHSTHJiaMHH £0 pH 9. PacTBopHTejib y^ajiHioT b BaKyyMe, octstok 
o^nmaKDT Ha KOJioHKe c cMJiMKarejieM 4 0/60 b rpajineHTe pacTBopMTejiew 
xjiopo$opM-xJiopo$opM: MeTSHOJi (9,5:0,5). nojiy^aioT 0,170 r dejioro 
TBepxioro BemecTBa . Rf 0,4 4 (1) . 

5 

22.3 [L-rMCTMflMJI] -p-AJTAHMH (XXXVI) 

K pacTBopy 0,14 r Z-L-His-p-Ala-OBzl b 3 mji MeTaHOJia 
npM6aBJiHK)T 0,1 r 10% najixtajaMH Ha yrjie m nepeMeiuHBaiOT 1,5 yaca, 
10 nepwoflnuecKM nponycKan tok Bcnopojxa . KaTanM3aTop OT^ejitfiOT , 
pacTBopMTejib yjiajiKiOT b BaKyyMe, ocTaTOK cyiuao? . Bbixo,m 0, 085 r 
(98%). R f 0,69 (10). B3ECX b ycjioBMHx (15): BpeMH yflepscwBaHH* 
MHflMBM^tyajibHoro BemecTBa 3,55 mmh. 

15 nPMMEP 23 

23.1 N a -TPET.-ByTWJ10KCMKAPB0HMJl-p-BEH3PlJ10BHPl 30MP-a- 

ACnAPTMJirWCTAMMHA 

20 K pacTBopy b 5 mji DMF ripn nepeMeiiiMBaHMH npyiOaBJiHioT 1,7 r 

(3,48 mmojib) Boc Asp (pBzl) Opfp . nepeMeiiJHBaiOT 1,5 m m ocTaBJiniOT 
Ha 20 *j npn +4°C. PacTBopwTejib y,uajiHiOT b BaKyyMe. MacJioo6pa3Hbiw 
ocTaTOK pacTBopnioT b 2 mji xjiopo$opMa , npwOaBjiHioT TpM3TMJiaMMH no 
pH 8 vi o^nmaioT Ha KOJioHKe 30 x 1,5 cm c CMjiMKarejieM 4 0/100 b 

25 rpajweHTe pacTBopnTejieft xjiopo$opM-xjropo$opM: MeTaHOJi (9:1). 
<DpaKUMM, co^epjKamwe uejieBOH nposyKT, o6 r beai4HHioT, ynapMBaioT. 
noJiy^aiOT 6e3U.BeTHoe BemecTBo. Bbixofl 800 Mr (55%), Rf 0,29 (1). 

23.2 N a -TPET . -ByTMJQOKCMKAPBOHMJI-a-ACnAPTMJirMCTAMMH 

30 

8 5 Mr Boc-Asp (OBzl ) HA pacTBop^iOT b 2 mji MeTaHOJia, 
npwOaBJiHiOT 8 0 Mr Pd/C m nepeMeiiiMBaioT b Te^eHMM 1,5 
nepMoxcM^ecKM nponycKan tok BOflopo^a . KaTajiM3aTop 

OT$MJibTpoBbiBaioT, $njib TpaT ynapHBaiOT . nojiy^aiOT 65 Mr ( 95%) 
35 npo3pa^Horo Macjia. Rf 0,3 5 (3). 



JIHCT B3AMEH H3T>HTOrO dlPABHJIO 26) 



WO 99/01103 



PCT7RU98/00215 



55 

23.3 a-L-ACnAPTHJirMCTAMMH (XXXVIII) 
PacTBop 65 Mr Boc-Asp-HA b 2 mji 4N HC1 B flMOKcaHe 
BLmep^KMBajOT 4 0 mmh. PacTBopMTejib yflaJiHioT b BaKyyMe, ocTaTOK 
npoMbiBaioT cyxwM 3$MpoM, pacTBopMTejib yjiajifliQT b BaKyyMe . Btixoa 50 
5 Mr (83%) 2HCl'Asp-HA. R f 0,57 (10). CneKTp l H-HMP (CDC1 3 +CD 3 0D) , 
5, m.jx.: 2,0 {n, 2H, p-CH?-Asp) , 2,9(t, 2H, p-CH 2 -HA) , 3,5 (t, 2H, 
<X-CH 2 -HA) , 4,2(T, 1H, a-CH-Asp) , 7,0(c, 1H, 5-CH-Im) , 8,15(1H, 
c, 2-CH-Im) . Macc-cneKTp, m/z: [M+1H] + 227,2. 

no aHajioriraHHM TMnoBbiM MeTouMKaM nojiy^aiDT Taicfce HOBbie 
10 coenMHeHMH oGmew $opMyjiu (I), npwBeseHHibie b TabJiMue 2. 



TaOJiMua 2 

CTpoeHMe m xapaKTepncTMKM coejuiHeHHft oSmew $opMyjibi (I) 



15 


X° 


R. 


n 




m 


R 3 


OH3HKO-XHMHMeCKHe XapaKTepHCTHKH 






HOOC-CH 2 CH- 

1 

CH, 










'H-JIMP cneicrp: 1.5 (a, 3H, CH 3 ), 




V 


1 


H 


1 


-4-1 m 


1.75 (m, 1H, p-CH), 2.2 (m, 4H, a,y- 














CH 2 ), 2.8 (t, 2H, P-CH 2 -HA), 3.4 (t, 
2H, a-CH 2 -HA), 7.3 (c,lH, CH-5-Im), 


20 














8.6 (c, 1H, CH-2-Im). Macc-cneiap, 
m/z: [M+IH] + 240.2. 
















l H-*MP cneicrp: 2.12 (m, 2H, P- 




VIII 


HOOC-CH- 
1 


2 


CH,OOC 


1 


-3-Ind 


CH 2 ), 2.43 (t, 2H, 7-CH 2 ), 3.12 (t, 


25 




NHi 










2H, p-CH 2 -Trp), 3.7 (c, 3H, CH 3 0), : 

3.85 (t, 1H, a-CH), 3.92 (t, 1H, a- 
CH-Trp), 6.99 (t, 1H, 5-CH-Ind), 7.05 
(c, 1H, 2-CH-Ind), 7.06 (t, 1H, 6-CH- 


30 














Ind), 7.55 (a, 2H, 4,7-CH-Ind). Macc- 
cneK-rp, m/z: [M+1H] + 348.3. 
















1 H-J1MP cneicrp, m.ju : 2.35 (at, 4H, 




XIII 


NH r 


2 


H 


1 


-3-Iod 


a,P-CH 2 ), 3.05 (t, 2H, P-CH 2 -TrpA), 
3.63 (t, 2H, a-CH 2 -TrpA), 7.07 (m, 3H, 


35 












" m~ 


CH-2,5,6-Ind), 7.43 0u 1H, CH-7-Ind), 
7.65 (jx t IH, CH-4-Ind). Macc-cneicrp, 
m/z: [M+1H] + 232.5. 
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XVUl 


HOOC- 


3 


H 


1 




'H-flMP cneiap: 1.98 (m, 2H, p-CH 2 - 
GA), 2.25 (c, 3H, CH 3 CO), 2.45 (m, 
4H, a,Y-CH 2 -GA), 3.13 (t, 2H, p- 












rae R,~CH 3 CO- 


CH 2 ), 3.60 (t, 2H, a-CH 2 ), 6.91 (m, 
1H, CH-6-Ind), 7.15 (a, 2H, CH-2,4- 
Ind), 7.36 (a» 1H, CH-7-Ind). Macc- 
cneiap, m/z: [M+1H]+ 333.3. 


XXII 


HOOC- 


2 


H 


1 


KJ 

N 
I 

CHj 


B32KX b ycjiOBHax (6): orhh fihk, 
apcM« Bbixoaa 8.9 mhii. Macc-cncKTp, 

m/z: [M+1H]+ 226.2. 


XXII! 


HOOC- 


3 


CHjOOC- 


1 




Macc-cnemp, m/z: [M] + 299.2 
BbiMHCJieno %: S 10.69. HaitaeHO %: 
10.85. 


XXIV 


HOOC- 


3 


H 


1 


I 

CHj 


l H-iIMP cneiap: 0,62 (m, 2H, p-CH 2 - 
GA), 0.95 (m, 4H, a,y-CH 2 -GA), 1.15 
(m, 4H, CH 2 -3,4-nHppojiniiHHHJi), 2,5 
(c, 3H, CH 3 -), 2.74 (t, 2H, P-CH 2 ), 
3.05 (t, 2H, a-CH 2 ), 3,21 (t , 2H, 
CH 2 -5-nHppojiHHHHHJi) 3,34 (m, 1H, 
CH-2-nHppojiHjmHHJi).Macc-cneKTp, 

m/z: [M] + 242.3 


XXV 


HOOC- 


3 


H 


1 


-o 


l H-.HMP cneiap: 0.5-0 % 65 (m, 8H, P- 
CH 2 -GA; CH 2 -3,4,5-nnnepa3HHHJi) t 
0.9 (m, 4H, a,y-CH 2 -GA), 1.25 (m, 4H, 
CH 2 -2,6-nHnepa3HHHJi), 2.1 (t, 2H, p- 
CH 2 ), 2.42 (t, 2H, a-CH 2 ). Macc- 
cneicrp, m/z: [M] + 242.3 


XXVI 


HOOC- 


3 


H 


1 


-a 


'H-flMP cnemp: 0.6 (m, 2H, p-CH 2 - 
GA) 0.8-0.9 (m, 4H, CH 2 -3,4-Pirr), 
1.05 (m, 4H, a,y-CH 2 -GA), 1.35 (m, 
4H, CH 2 -2,6-nHppojiaaHHHJi), 2.05 (t, 
2H, p-CH 2 ), 2.4 (t, 2H, a-CH 2 ). 
Macc-cncicrp, m/z: [M] + 228.2 
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XXVII 


HOOC- 


2 


H 


2 


-CI 


B3)KX b ycnoBHax (7): o/wh hhk, 
BpeMH Bbixoaa 13.8 mhh. Mace- 
cneicrp, m/z: fM+lHl + 240.2. 


XXVIII 


C 2 H 5 OCO- 


1 


H 


1 


-4-1 m 


'rKHMP cneiop: 1.77 (m, 2H, P-CH 2 ), 
2.22 (m, 4H, a,y-CH 2 ), 2.9 (t, 2H, p- 
CH 2 -HA), 3,49 (t, 2H, a-CH 2 -HA), 
3.6 ( M , 2H, -CH 2 -0-CO), 3.75 (x, 3H, 
CH^CH^), 7.26 (c,lH, CH-5-Im), 8.6 
(c, 1H, CH-2-Im). Macc-cneop, m/z: 
[M-HH]+ 226.2. 


XXXVII 


CH>-CONH- 


3 


H 


1 


-4-Im 


'H-JIMP cneKTp: 1.91 (m, 2H, P-CH 2 ), 
2.18 (c, 3H, CH3CO), 2,36 (t, 2H, 
y-CH 2 ), 2.97 (t, 2H, P-CH 2 -HA), 3,32 
(t, 2H, a-CH 2 -HA), 3.53 (t, 2H, a- 

1H, CH-2-Im). Macc-cneicrp, m/z: 
[M+1H]+ 239.1. 


XXXVIII 


NH r CH- 
1 

COOH 


1 


II 


1 


-4-1 m 


4 H-JIMP cneiop: 1.8U, 2H, P-CH 2 - 
Asp), 2.72(T, 2H, P-CH 2 -HA), 3.31 (t, 
2H, a-CH 2 -HA), 4.05(t, 1H, a-CH- 
Asp), 6.9 (c, IH, 5-CH-Im), 7.95 (1H, 
c, 2-CH-Im). Macc-cneKTp, m/z: 
[M+1H] + 227,2. 


XXXIV 


-3-lnd 


A 

1 


H 


2 


-(NH2)CH-COOH 

-•- 


'H-JIMP cneicrp: 1.85 (m, 4H, p,y- 
CH 2 ), 2.1 (t, 2H, 5-CH 2 ), 3.1 (c, 2H, - 
CH 2 -), 3.45 (t, 2H, a-CH), 6,95 (c, 1H, 
CH-2-Ind), 7.0-7.05 (m. 2H. CH-5,6- 
Ind), 7.4-7.45 (aa, 2H, CH-4,7-Ind). 

Macc-cneiap, m/z: [M+1H]+ 290.2. 


XXXV 


-3-Ind 


2 


H 


2 


-NH2 


'rkHMP cneicrp: 1.7 (m, 2H, (J-CH 2 ). 
2.1 (t, 2H, y-CH 2 ), 2.9 (x, 2H, p-CH 2 - 
HaaojiHJi-nponnoH.), 3.05 (t, 2H, a- 
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CH 2 ), 3.5 (m, 2H, a-CH 2 - hhaojihji- 
nponHOH.), 7,0 (c, IH, CH-2-Ind), 7.05 
(m, 1H, CH-5-Ind), 7.1 (m, 1H, CH-6- 
Ind), 7.32 (a, IH, CH-7-Ind), 7.5 (fl, 














1H, CH-4-Ind).Macc-cneicrp, m/z: 
[M] + 245.2. | 


XL 6 


Or 


0 


H 


1 


-4-1 m 


'H-flMP cneicrp: 2.4 (t, 2H, p-CH 2 - 
HA), 3,3 (t, 2H, a-CHz-HA), 7.1-7.15 
(m, 4H, 2,4,5,6-CH), 7.3 (c, IH, CH-5- 
Im), 8.65 (c, IH, CH-2-Im). Macc- 
cneiop, m/z: (M+1H] + 217.1. 


XLi 


H 


0 


H 


1 


-3-Ind 


'H-miP cneicip: 2.01 (m, 2H, 4-CH 2 -). 
2.3 (m, 2H, 3-CHi-), 2.42 (t, 2H, p. 
CHz-TrpA), 3.4 (t, 2H, 5-CH 2 -), 3.46 
(t, 2H, ct-CH 2 -TrpA), 4.1 (m, IH, 2- 
CH), 6.95 (m, 3H, 2,5,6-CH-Ind), 7.6 
(aa, 2H, 4,7-CH-Ind). Macc-cneicrp, 
m/z: [M] + 257.2. 


XLII 


a 


0 


H 


1 


-4-Im 


'H-.HMP cneicrp: 2.1-2.25 (m, 6H, 
3,4,5-CH 2 -), 2.4 (t, 2H, p-CH 2 -HA), 
3.45 (t, 2H, 6-CH 2 -), 3.48 (t, 2H, a- 
CH 2 -HA), 4.15 (t, IH, 2-CH-), 7.2 (c, 
IH, CH-5-lm), 8.5 (c, IH, CH-2-Im). 
Macc-cneiap, m/z: [M+1H] + 223.2. 


XLII1 


H 


0 


H 


1 


-3-Ind 


'H-HMP cneicrp: 2.1 (m, 2H, P-CH 2 ), 
2.5 (T, 2H, p-CH 2 -TrpA), 2.93 (t, 2H, 
y-CH 2 ), 3.45 (t, 2H, a-CH 2 -TrpA), 
4.25 (t, IH, a-CH), 7.03 (m, IH, CH-5- 
Ind), 7.09 (c, IH, CH-2-Ind), 7.1 (m, 
IH, CH-6-Ind), 7.6 (a, IH, CH-7-Ind), 
7.65 (a, IH, CH-4-Ind). Macc-cneicrp, 

m/z: [M] + 271.2. 
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flajiee npeflCTaBjieHbi npwMepH vl cntrr 3lHm.Pi OwojiorM^ecKOM 

aKTPIBHOCTPI COeflMHeHMM $opMyjiLi (I) - 

Pe3yjibTaTH Bcex 3KcnepHMeHTOB oOpaOaTHBajiwcb cTaTMCTMyecKM 
[ryfrjiep E.B. BEMMCJiHTejibHtie MeTo,n;bi aHajiM3a m pacno3HaBaHne 
naTOJiorw^ecKMX npoueccoB. - M.- HayKa.- 1978.- 365 c.]. 

nPMMEP 2 4 

M3Y^EHME AHTPirMnOKCM^ECKOM AKTPIBHOCTM COEflMHEHMM 

OEIHEM (DOPMYJIH (I) 

fljiH M3yqeHMH aHTMrMnoKcwqecKOM aKTMBHocTM coeflMHeHHii oCmeii 
$opMyjibi (I) ObuiM Mcnojib30BaHti tscth onpejiGJieHHH cpeKHew 

npoflOJIECHTeJIbHOCTJl TOd3HI4 »CMBOTHbIX B 3 SMKHyTOM oGteMe H Ha MOfleJIM 

ocTpoM rpinodapH^ecKOM rwnoKCPiM npM MMHMMa jib hom pa3pe?KeHMn 
aTMoc$epbi (17 0-185 mm p«r. ct.). 

A. OnpesejieHMe cpejiHen npo^ojroiTejibHocTM ^m3hm Mbmiepfc 

b 3aMKHyTOM oG^eMe 

Mbnneii caaeaiOT no onnovL b cTeKjiHHHbie 6 amen, KOTopne 3aKpbiBaK)T 
repMeTM^Ho m perncTpMpyioT npoAOJiroiTejibHOCTb >kh3hii. 

B 3KcnepMMeHTe ncnojibsyioT 90 OecnopoflHLix MbnneM-caMiioB c 
mcxojihom MaccoM 20 ± 0.5 r, coaepacamMxcH no 10 ocoCen b KJieTKe 
ua CTaHnapTHOM pauMOHe EMBapw^ . ITpejiBappiTejibHo 6buia onpe^eneHa 
cpe^HHH npojxoji^iTejibHocTb ^cm3hh MhmieM b 3 aMKHy thx cocyxtax 
oSteMOM 250 mji, KOTopan cocTaBJi^jia 22-25 MUHyT • Bo Bcex rpynnax 
Hcnojib3yioT no 10 jkhbothhx . 

CxeMa 3KcnepMMeHTa : 

a) - npe,HBapMTejibHaH ™okcmh b TeueHMe 12 MUHyT ; 

6) - nepBoe BBefleHMe coewHeHMH cpa3y nocjie npe«BapMTejibHOM 
rwnoKCMM; 

b) - BTopoe BBeaeHMe co sjikihghmh qepe3 2 4 ^aca nocjie nepBoro, 
3aTeM eace^HeBHo b Te^eHMe Tpex miePi; 

r) - perMCTpauMH bpgmghm scm3hm skmbothlix b ycjiOBunx rnnoKCMM b 
repMe^HOM npocTpaHCTBe nepe3 2 qaca nocjie nocjie^Hero BBe^eHHH 

COeflMHeHMH • 

PIccjie^yeMbie coenMHeHMH pacTBopnjiM b ^MCTMjijiPipoBaHHOM BO,ne m 
bbo^mjim 5khbothmm nepopajibHo b Te^eHKEe 5 flHeM. 
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3KcnepnMeHT a Jib Hbie rpynnti : 

1 rpynna - kohtpojibhsh - 6e3 npeflBapnTejiBHOM rnnoKCMM c 
nepopajibHbiM BBeseHMeM b TeneHMe 5 flHen flPicTPiJTJiPipoBaHHOM bo«hi; 

2 m 3 rpynnH - BBejxeHJie coextMHeHMH XLIV c HcnoJib30BaHi/ieM «Byx 

5 £03 - 50 M 500 MKT / KV , COOTBeTCTBeHHO } 

4 rpynna - BBefleHwe OKcnCyTHpaTa HaTpua nepopaJibHO b ao3e 300 
MKr/Kr 3a 2 qaca no rnnoKcnn; 

5 rpynna - KOHTpojibHaa - c npe^BapHTejibHOM rMnoKcwen b Te^eHwe 
12 MMHyT c nocjienyiomMM BBefleHweM b Te^eHMe 5 rh&Pl 

10 ^HCTMJIJIKipOBaHHOM BOflH/ 

6 w 7 rpynnn - BBefleHwe coeflMHeHMH XLIV c ncnojib30BaHPieM flByx 
£03 - 50 m 500 MKr/Kr, COOTBeTCTBeHHO ; 

8 vi 9 rpynnti - BBe^eHne coeflMHeHwa III c Mcnojib30BaHneM flByx ,3503 

~ 50 M 500 MKr/Kr, COOTBeTCTBeHHO. 

IS flaHHHe, npejicTaBJieHHbie b TaSjimxe 3, CBWJeTejibCTByioT o tom, 

^to coejaHHeHHH o6men $opMyjibi (I) oCjia^aiOT BbrpasceHHoft 
aHTwrMnoKCMqecKOM aKTMBHocTbio, flocTOBepHO yBejiM^MBa^ 

npOSOJl^CMTeJlbHOCTb M3HM 3KCnepMMeHTaJIbHHX 5KMBOTHbIX Ha 20-50 

npoueHTOB . CjienyeT otmstmtl , ^ TO HccjiecoBaHHbie coe,n;nHeHMH 
20 noBbmiajiw: npoflojimiTejibHOCTb skh3HK MHmeM conocTaBMMO c flewcTBMeM 
npenapaTa cpaBHeHMH - OKCM6yTMpaTa HaTpMH , npn Mcnojib30BaHMM mx 
b fl03ax Ha Tpi4-tjeTbipe nopa^Ka HKiace. 

Ta6jinua 3 

25 

BjiMHHMe MccjienyeMLix coeflMHeHnw Ha npoflOjmiTejibHocTb 

2KI43HH MbmieM B yCJIOBMHX rwnoKCMM 



Tpynnn ^kmbothlix 


,0,03a npenapaTa 
(Mr/Kr) 


BpeMH 2KM3HI1 

(ceKyH^H) 


1 rpynna - KOHTpojib, 6e3 
npejjBapwTejibHOH rnnoKCHM 




1440, 3±86, 2 


2 rpynna - coeromeHPie XLIV 


0, 05 


2110, 6±123, 6** 1 


3 rpynna - coewHeHMe XLIV 


0, 50 


1742, 8±68, I* 1 


4 rpynna - 0KCM6yTwpaT HaTpwa 


300 


2103, 9±100, 5** 1 


5 rpynna - KOHTpoJib, c 




1437,2+87, 3 
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rwnoKCMeM 






6 rpynna - coenvmeiwie XL IV 


0, 05 


1415, 5±47,2 


7 rpynna - coejwHeHHe XLIV 


0, 50 


1844, 8±93, 2* 5 


8 rpynna - coejiMHeHJie III 


0, 05 


1670, 6±25, 3* 5 


9 rpynna - coenwHeHMe III 


0, 50 


1532, 6±96, 0 



*- jiocTOBepHocTb pa3JiHtiHM no oTHoineHMio k cooTBeTCTByiomepi 
KOHTpoJibHOM rpynne (um$pli 1 m 5) ; * - p < 0,05; ** - p < 0,01. 

5 B. Mcuejib ocTpow rwno6apM^ecKOM rnnoKCHM (OrBr) 

MojiejiMpoBaHMe orBr ocymecTBjiHjiocb b npoTO^HOM KaMepe nppi 
TeMnepaType 22°C. 3KcnepwMeHTH BbinojiHHJiPicb Ha ©ecnopoflHRX Mbmiax 
c McxoflHOM Maccoii 20 r npM pa3pe:aceH>in B03jiyxa 170-185 mm pt.ct., 
10 uto cooTBeTCTByeT BHCOTe 10500-11000 m. Ckopoctl noflteMa - 35 
M/ceK. B Ka^mow rpynne Obuio no 15 MBOTHbix . CoeflMHeHMH bbo^mjim 
nepopajibHO, nojrbeM Ha BticoTy ocymecTBjiHJicH ^epe3 2 qaca nocjre 
nocjiejatHero BBextGHHH . 

Tpynnbr ^cmbothlix: 

15 1 rpynna - KOHTpojib MHTaKTHbrw - BBefleHMe $M3MOJiorMqecKoro 
pacTBopa ^eTbipexKpaTHo . 

2 m 3 rpynnu - BBeneHMe coeflMHeHMH in b «o3e 50 vl 500 mylv/kv b 
Te^enne 4-x rhqvl . 

4 rpynna - BBe,ueHne OKcwGyTMpaT hstpmh b ^o3e 300 mv/kt 

2 0 OflHOKpaTHO. 

Pe3yjibTaTH oCpaGaTfaiBajincb cTaTwcTMecKM • 

Pe3yjibTaTH, npejctcTaBJieHHue b TaCjiiiue 4, cBMfleTejibCTByioT, 
^to BBe«eHne coejiMHeHMH b jjo3e 500 MKr / Kr noBbnnaeT BpeM* mi3HPi 

^KMBOTHHX B yCJIOBMHX rwnOKCMM. 
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TaOjiMua 4 



BjiPiHHMe coe,n;piHeHJ4M Ha npoEOJDKMTejibHocTb m3hm Mbmieii 

b ycJiOBMHX rnnoKCMM 



PpynnLi 

TOBOTHBIX 


fl03a 
MKr/Kr 


BpGMK 3KH3HI1 B yCJIOBMHX 

rwnoKCHM 

(MMHyTH) 


% 


1 . KOHTpOJIb 




306,0 ± 9,8 


100±3, 2 


2 rpynna 


50 


322, 0 ± 10, 9 


105+3.5 


3 rpynna 


500 


345, 3 ± 15, 9 


113±5, 2* 


4 rpynna 


300000 


364,3 ±13,5 


119+4, 4* 



*- flocTOBepHocTb pa3JiH^MM no oTHoiiieHmo k KOHTpojibHOH rpynne ; 
* - p < 0, 05. 

nPMMEP 25 

nPOTMBOOTIEMMHECKAtf AKTMBHOCTb COEflMHEHMM 

npOTMBOMUieMM^ieCKyiO aKTMBHOCTL COSflMHeHMH OU,6HMBaJTM no 

MHTerpajibHOMy TecTy - bjihhhhio Ha pa3Mep 30Hbi HeKpo3a nocjie 
BocnpoH3BefleHMH MH$apKTa MMOKapfla y Secnopo^HMx Kpnc Maccoii 250- 
300 r. 

BjiHHHMe coeflMHeHMH Ha pa3Mep 30hli HeKpo3a Mccjie^oBajiPi ^epe3 
4 yaca nocjie okkjiiosmm apTeprai y Kpuc npw noMomn 
flM$$epeHUHajibHoro MH^MKaTopHoro MeTOfla [CepHOB JI.H., Tauypa 
B .B . /flpi$$epeHm4ajibHbiM MHflMKaTopHtM MeTOfl onpe^eJieHM^ 30hbi miiigmkim 
vl HeKpo3a npw 3KcnepwMeHTajibHOM MH$apKTe MMOKap^a y Kpuc . //Bkdjiji . 
SKcnep. 6hojt m Mefl 198 9 . -N«5 . -c . 534-535] . Bee MaHwnyjifluwJi, 

npi4^MHHE0im4e OOJIb DKMBOTHLIM, npOBOHMJIM C MCnOJlL30BaHMeM 

STaMMHajiOBoro HapK03a ( 3TaMWHaji - 4 0 Mr/Kr, BHyTpKi6pioiiinHHo) . 
3KcnepmeHT npoBorouin ^epe3 15 qacoB nocjie nocjie^Hero BBejieHMH 
coeflMHeHwa . B Ka^flOM rpynne Oluio 8 ^kmbothhix . 
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PpynriH ecmbothlix: 

1 rpynna - KOHTpojib MHTaKTHtM - BBeaeHMe $M3MOJiorK^ecKoro 
pacTBopa ^eTMpexKpaTHO nepopajibHo. 

2 14 3 rpynnnr - BBeaeHwe coejwHeHHH III b no3e 50 n 50 0 mkp/kp b 
5 Te^eHMe 4-x jxhgvl nepopajibHo, cootbgtctbghho • 

4 rpynna - BBefleHMe HMKopaHflHjia b «o3e 1 mv/kv o^HOKpaTHO cpa3y 

nOCJie OKKJII03HM, BHyTpn6piOIUMHHO . 

flaHHbie, npescTaBJieHHue b Ta6jiime 5, cBMfleTejibCTByioT, tito 
coeflHHeHMH o6jia;qaioT npoTMBOHineMH^ecKoii aKTMBHOCTbio. 

10 

TaOjiMua 5 

BjiHHHwe coeKMHeHHH Ha pa3Mep 3ohh HeKpo3a *iepe3 4 qaca nocjie 

OKKJU03MM KOpOHapHOM apTepMH y KpHC 

15 



Tpynnn 

2CMBOTHLIX 


Ho3a, 
mkv/ Kr 


3oHa 

o6meM Macce 
MMOKapca 


3oHa 
Heicpo3a, % k 
o6meii Macce 
MMOKap^a 


3oHa HeKpo3a b % 
k 30He MMOKapfla 


1 rpynna 




25, 5±1, 7 


17, lil, 2 


67, 6±4, 0 


2 rpynna 


50 


27,2±2, 8 


15,4il,7 


56, 8+2,7* 


3 rpynna 


500 


31,1+3, 1 


17, 8il, 0 


54, 3+2, 1* 


4 rpynna 


1000 


25, Oil, 9 


1 1 , 3il , 6 


44, 3i5, 0* 



*- cocTOBepHOCTB pa3JiM^i/iM no oTHOiueHMio k KOHTpojibHofi rpynne ; 
* ~ p < 0, 05. 

20 nPMMEP 2 6 

M3MEHEHME THXECTM nWEIEBOH AHA^MJIAKCMM nOfl BJIPL^HMEM COEJIMHEHP1M 

OEmEJl OOPMYJIH (I) 

25 MCCJie.UOBaHMH npOBO^MJIK Ha 6ecnopO«HbIX MOpCKMX CBMHKaX- 

caMuax c mcxoahom Maccon 250-300 r, coflep^caBuiMxca Ha 
obmeBMBapHOM paunoHe . CeHcn6MjiM3an.Mio ^khbothlix npoBo^HJiM no 
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MeTony [ffiaTepHMKOB B.A., MapoKKo M.H., IThthmukmm H.H., fflwpMHa 
Jl.JA., roprouiMjn3e JI.HL. # KacbHHeHKo B.B., CyroHaeBa H.EL, 
taH^eHKo B.M., BHOKypoBa H.M. / 3KcnepnMeHTajibHoe 
BocnpoM3BefleHne roimeBoii aHac^MJiaKcrai. // Bonp. nwraHMH.- 1982.- N' 

2.- C. 27-31] KypMHtJM OBaJIb6yMJ4HOM (OBA) , OflHOKpaTHO 

nepeKpMCTajiJiMBOBaHHUM, npoM3BOflCTBa OjiaHHeHCKoro HIIO 

«BM0XI4MPEAKTMB» , b fl03e 50 Mr Ha acMBOTHoe b cyTKM b Te^eHne 3 
AHeM. ^epe3 14 flHew nocjie oKOHyaHMH ceHCMOMJiHsauMM y ^cmbothbix 

BbI3bIBaJIH aKTPIBHLIM 3. H a $H JI a K T VL^-l e C KMM IHOK (AMI) BHyTpHB GHHblM 

BBeaeHMeM pa3peinaiomeM bo3h roMOJiorn^Horo 6ejiKa b ja;o3e 5 Mr b 0,5 
mji 4)M3MOJiori4^ecKoro pacTBopa. TjiacecTb AAH1 oueHMBajiM no ypoBHio 
jieTajibHocTM f KOJiir^ecTBy cyxtopoKHbix npoHBJieHMH M no BeJiiniMHe 
aHa$MjiaKTMqecKoro MH^eKca [Weigle W., Cochrane C, Dixon F. / 
Anaphylactogenic hroherties of soluble antigen-antibody 
complexes in the guinea pigs and rabbits.// J. Immunology. - 
I960.- vol. 85.- pp. 469-477]. 

Coe^MHeHMH III m XLV h KnappiTMH (rpynna 2, 3 - 30 mopckmx 
cbmhok vl rpynna 4 - 2 4 ^cmbothbix, cooTBeTCTBeHHo) bbojimjim 
?K]/iBOTHkiM nepopajibHo b Te^eHMe 3-x jjHew nepes pa3penieHHeM b jnto3e: 

COejJHHeHPIH -50 MKr/KV VL KjiapMTMH - 1000 MKT / KT COOTBeTCTBeHHO. 

tooTHHe KOHTpojibHOM rpynnti noJiy^ajiM b cooTBeTCTByiomMe cpoKM 
$M3MOJiorMqecKMM pacTBop (rpynna 1-30 mopckhx cbmhok) . 

OnpexcejieHMe ,rjocTOBepHocTn pa3JiM^MH Me»my rpynnaMH npoBojWJiH 
c Hcnojib 30BaHMeM MeTojia yrjioBoro npeo6pa30BaHMn Omnepa [ryOJiep 
E. B. BbrjMcjiHTejibHbie MeTOflbi aHajiKi3a m pacno3HaBaHPie 
naTOJiom^jecKnx npoueccoB.- M.- HayKa.- 1978.- 365 c.]. 

B TaOjiMue 6 noKa3aHo flocTOBepHoe cHM^ceHMe THacecTM 
npoHBjieHHH aaa$MJiaKTMqecKoro inoKa y mopckmx cbmhok, nojiy^aBinnx 
coe^MHeHMH KaK no cpaBHeHwio c KOHTpojibHofr rpynnow, TaK c rpynnon 

>KJ4BOTHbIX, nOJiy^iaBUIMX KjiapMTMH. 
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TaOjrama 6 

M3MeHeHwe th^cbcth rotmeBoi* aHa$MJiaKCMM y mopckhx cbmhok 
noil BjiM^HMeM oflHoro M3 coeflMHeHMft oSmeii $opMyjiH (I) 

5 



TaacecTb 
numeBOH 
aHact>MjiaKCHM 

rpynnH 

/KMBOTHLLX 


JleTajibHOCTb 

% 


Cy^oporn 

% 


AHa$MJiaKTM^eCKI4M 
MHfleKC 


CeHCK6MJIM3aUPlH 

OBA 


20, 0 


40, 0 


2, 13 


CeHCM6MJIKI3aUHH 

OBA+ coen-e 
III 


6, 7** 


13, 3* 


0, 83* 


CeHCMO-UMH OBA 
+ coefl-e XLV 


6,7** 


15,5* 


0, 90* 


CeHCMG-u,M^ OBA 

+ KJiapMTMH 


25, 0 


53, 3 


2, 03 



* - AOCTOBepHOCTL pa3Jin^MM no oTHoineHMio k rpynnaM 1 m 3. 
** - p<0,01 



10 nPWMEP 27 

MCCJIEflOBAHME BJ1MHHI4H COEflPIHEHMM OBIHEM (DOPMYJIH (I) HA 
BHPA)KEHHOCTb EP0HX0CIIA3MA 

15 AHTwacTMaTMqecKoe flewcTBMe Mccjie^yeMbix cosamhghwm M3y^ajiH 

aa MOflejiM aHTKtreH-MHxtyuMpoBaHHoro 6poHxocna3Ma y aKTMBHo 
ceHCM6MJiM3MpoBaHHHx MopcKwx cbmhok no MeTOAy Andersson 
[Andersson P. /Antigen induced bronchial anaphylaxis in actively 
sensitized guinea pig.// Allergy, - 1980. - vol. 35. - pp. 65- 

20 71]. 

MopCKHX CBMHOK - CaMlXOB CeHCPl5MJIH3PipOBaJIM BHyTpMMblUie^HOH 

MH-beKUMew 0,5 mji cycneH3MH, co«ep^:aBineM 20 mkp 0Bajib6yMMHa (OBA, 
npoM3BOXlCTBa $mpmli Sigma /grade 111/) m 100 Mr Al (OH) 3 Ha 
JKMBOTHoe . Pa3peuiaiomyKi jxo3y 150-200 MKr/Kr OBA bbo^mjim 
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BHyTpMB eHHO (v. jugularis) b 0,1 mji $H3MOJioriraecKoro pacTBopa Ha 
2 6 neHb nocjie ceHci46MJii43au,MM . MHjtyKLXM^ OpoHxocna3Ma m M3MepeHMe 
napaMeTpoB BHeiiiHero flhixaHWH npoBOflmiK no MeTo,ay, onucaHHOMy b 
paOoTe [Yu-Hong L., Barnes P., Rogers D. / Inhibition of 
neurogenic plasma exudation and bronchoconstriction by a K* 
chennel activator, BRL 38227, in guinea pig airways in 
vivo.// Europ. J. Pharmacol.- vol. 239.- pp. 257-259]. M3MepeHMe 
napaMeTpoB AbixamiH ocymecTBjiKjiM c noMombio TpaHcayuepa (Ugo 
Basel, Moflejit 7020), coeflMHeHHoro c Kamojien vi caMonncua 
(MmiJiMxpoM) , perncTpiipyiomero aMnjiHTyjiy ^tixaHMH. JJmh aMnicy 
6poHxocna3Ma Ha6jnojxajiH b Te^eHwe 30-60 mmhyt. 3$$eKTMBHocTL 
coejiMHeHMM onpexcejinjTH no M3MeHeHMK) b e jim^mhli 6poHxocna3Ma . 

MccjieflOBajin pns coe^HeHM oOmen <J>opMyjiu (I) - III, IV, . 
VI, VII, X, XXXI, XLIV, XLVI, XLVIII, XLIX, KOTopbie pacTBopsjiw b 
$n3PiojiorMMecKOM pacTBope vl bbojimjim ^mbothhm TpexKpaTHo 
BHyTpM^cejiyflo^HO 3a 72, 4 8 w 18 qacoB «o mhaykumm 6poHXOcna3Ma b 
no3e 50 mkv/kv vl HHTpaTpaxeajibHO - coe^HHeHPie III b tom ace jxo3b 
3a 15 MMHyT no MHflyKixMM 6poHxocna3Ma . B Ka^ecTBe npenapaTa 

CpaBHeHMH MCnOJlb30BaJIH PlHTaJl, KOTOpfelft BBOflMJIH TOBOTHUM B fl03e 5 

mv/kv no tom ace cxeMe, ^to m HcaneayeMHe BemecTBa. KoHTpojibHan 
rpynna ecmbothlix nojry^ajia 3KBMBaJieHTHoe KOJiM^ecTBo 

$M3MOJTori4^ecKoro pacTBopa . 

Bojiee fleTajibHo nccjienoBajiM coeflMHeHMH III m XLIV 

rpynmi mbothhx: 1 rpynna - KOHTpojib; 2 rpynna - sKWBOTHLie , 
nojiy^aBmne Mhtsji; 3 rpynna - ^KHBOTHtie , nojiy^aBinne coezOTHeHne 
XLIV nepopajibHo; 4 rpynna - aaiBOTHbie, nojiyuaBniMe coe#HHeHMe III 
nepopajibHo; 5 rpynna - aoiBOTHbie, nojiy^aBinMe coeja;MHeHne III 
MHTpaTpaxeajibHo, 6 rpynna - acuBOTHHe , nojiy^aBinwe coejiMHeHMe 
XLIX, 7 rpynna - acwBOTHbie, nojiy^aBinne coejmiHeHMe XXXI, 8 rpynna 
- acHBOTHbie, nojiy^aBuiMe coeflMHeHne XLVI, 9 rpynna - aaiBOTHHe, 
nojiyqaBmne coeflMHeraie VI, 10 rpynna - 5KHBOTHHe, nojiy^aBnine 
coeflMHeHwe XLVIII. 

Bee TecTHpoB aHHbie coewHeHMH cnwK&jm Be.roraHHy 6poHxocna3Ma 
Ha 2 0-70%, no cpaBHeHmo c KOHTpojibHtJMM 3Ha^eHw™. I/lHTaJi 
yMeHbiuaji BejiM^MHy 6poHxocna3Ma iio^jtm Ha 50%. 

B Ta6jiMjj,e 7 npejicTaBjieHbi pe3yjibTaTbi, cBH^eTejibCTByiomPie o 
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tom, -qTO coejacHHeHMH oSmeii $opMyjiti (I) CHwacaioT BeJiM^MHy 
6poHxocna3Ma Oojiee yen Ha 50%, no cpaBHeHmo c KOHTpoJibHHMK 

3HaMeHMHMM. 

TaGjiPiua 7 



M3MeHeHHe Bejin^iHHU 5poHxocna3Ma non bjih^hugm 
MccjiejxyeMtix coecMHeHPifi 



Tpynnbi ^khbothlix 


KOJTM^eCTBO ECHBOTHLiX 

b rpynne 


BpoHxocna3 
(% OT MaKCHMaJibHoro) 


j- x y 1 1.x x a i\.un ± ujid 


9 1 


87, 5±10, 7 


2 rpynna - VLhtsljj , 5 
Mr/Kr 


14 


40,7±3, 4* 


3 rpynna - 
coejiMHeHHe XLIV, 50 
MKr/Kr, per os 


12 


15, 6+3,2** 


4 rpynna - 
coexwHeHHe III, 50 
MKr/Kr, per os 


12 


12, 0±4, 0** 


5 rpynna - 
coe^MHeHMe III, 50 
MKr/Kr, B/Tpax. 


12 


24, 6+6, 4* 


6 rpynna - 
coetfMHeHHe KLIX, 50 
MKr/Kr, per os 


15 


33, 0±9, 4* 


7 rpynna - 
coeflHHeHMe XXXI, 50 
MKr/Kr, per os 


12 


39, 3±7, 6* 


8 rpynna - 
coejiHHeHwe XLVI, 50 
MKr/Kr, per os 


12 


35, 0±8,2* 


9 rpynna - 
coe;jHHeHMe VI, 50 
MKr/Kr, per os 


12 


35, 0+10,2* 


1 0 rpynna - 
coeflMHeHMe XLVI I I , 
50 MKr/Kr, per os 


12 


22, 0+3, 4* 
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* - .rtocTOBepHOCTk pa3JiM^MM no oTHouieHMio k KOHTpojibHoii rpynne , 

* - p<0, 05, - p < 0, 01 

TaKMM 06pa3OM, MCCJiejIOBaHHLie COeflHHeHMH CHUECaJIM BeJIM^JHHy 

5 6poHxocna3Ma aHajiorn^Ho npenapaTy cpaBHemiH - MHTaji. 3<£>$eKT 
npoHBji^ncH KaK npn nepopajibHOM, TaK m nHTpaTpaxeajibHOM cnocobe 
BBeaeHMH coecHHeHHH. OsHaKo BeMCTByiomaH «o3a HccjieflOBaHHbix 
BemecTB Obuia Ha jx&a. nopn^Ka nvD&e, ^eM MHTajia. 

10 nPMMEP 28 

M3Y^EHME M3MEHEHMH PEAKD;MM IIACCMBHOM KOiKHOW AHA^MJIAKCMM nOfl 
BJIMHHMEM COEflMHEHMM OEIHEM OOPMYJIH (I) 

15 3KcnepMMeHTbi npoBOflMjiK na HejiMHeHHbix Mbnnax-caMuax c 

mcxojhom Maccow 22-24 r. Kaamaji rpynna cojuep^ajia no 10 aoiBOTHbix. 

CeHCM6MJIM3aUMI0 TO1BOTHLIX OCymeCTBJIflJIM BHyTpHKOjKHbIM BBejieHHeM 20- 

30 mkji clibopotkh mkttttgm , noJiy^eHHoii ot npeHBapHTejibHO 
wMMyHM3wpoBaHHHx ^KMBOTHbix, coflep^KaBineii pearmioBbie aHTHTejia 

20 npoTMB KyppiHoro OBajibOyMMHa (OBA) . MccjieflyeMbie coenvmenvLx III m 
XLIV BBOflmm ^KMBOTHbiM nepopajibHO b Te^eHMe 3-x nnePi, Ha^MHan co 
nun. ceHCMOMjiHuauMH ko^cm b fl03ax 50, 150 m 500 mkt/kv, coeflMHeHMH 
XLIV - b co3e 50 mkv/kv. AHajiorw^HO bbobpijim npenapaTbi cpaBHeHMH 
- CynpacTiiH b bo3g 10 mv/kv vl KjiapiiTi/iH b jp;o3e 2 mv/kv. ^epe3 4 8 

25 MacoB nocjie ceHci40MJiM3amiii MbmiaM BHyTpwBeHHo bbo^mjim pa3peinajomyio 
A03y OBA (1 Mr) vl 1 Mr ci4Hb km 3BaHca b 0,2 mji $M3MOJiorPi^ecKoro 

paCTBOpa. MHTeHCMBHOCTb peaKUMM naCCMBHOM KOKHOM aHa$HJiaKCMM 

(nKA) onpe^ejiHjiM ^epe3 30 mmhyt no BejiM^iHHe (njiomaflu) cHHero 
nHTHa Ha BHyTpeHHeM noBepxHocTM ko^ch b MecTe BBeseHMH pearwHOBUX 

30 aHTMTeJi. BejiM^MHy n^THa M3MepajiM b CByx B3anMHo nepneH^MKyjinpHbix 
HanpaBjieHi4£tx m pe3yjibTaT BbipasKajiM b mm 2 . 

Pe3yjibTaTbi npejucTaBJieHHbie b TaGjiime 8 CBMjjeTejibCTByioT, ^to 
BBejxeHMe HcaneEyeMoro coejmHeHMa III b «03e 50 ukv/kv MbnnaM 
XCOCTOBepHO CHM>KaeT Bbipa^KeHHocTb peaKUMM nKA Ha 42%, a b jao3ax 

35 150 vl 500 mkp/ Kr Ha 34,3% vl 30,0% cooTBeTCTBeHHO. npM BBefleHMM 
coextMHGHHH XLIV yMe Hb in a eTCH BbrpaaceHHocTb peaKUMM nKA Ha 50%. 
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BBeseHMe CynpacTMHa sKcnepMMeHTajibHtiM ?khbothhm He M3MeHHJio 
npoHBjieHHft I1KA. npn npMMeHeHHH KnapnTMHa Ha6jno,n;ajiocb BtrpasKeHHoe 
cnmeHMe peaKurai IIKA. 

TaGjiMua 8 

5 BjiMHHMe MccjiejiyeMtix coeflMHeHMM Ha peaKUMio 

naccMBHow Komoii aHa$HJiaKCMM 



Tpynnbi kmbothlix 


MHTeHCMBHOCTb peaKum* , 
MM 2 


ITpoueHT nosaBJieHMH 
peaKUMM 


KOHTpOJIb - 1 


81,7±14,5 




Coe^MHeHMe III 
150 mkv/kv 


53,7110, l* 1 


34,3 


CoexiMHeHMe III 
500 Mxr/Kr 


57, 2±12 f 6* 1 


30, 0 


KOHTpOJIb - 2 


88, 9±34, 6 




Coe,m4HeHiie III 
50 MKr/Kr 


51, 6±17, l* 2 


42 


CoejaHHeHHe XLIV - 
50 mrt/kt 


44, 6+11,6 


50 


CynpacTMH - 10 
Mr/ Kr 


82, 1±18, 1 


7,6 


KnappiTMH - 2 mv/kv 


6, 4±2, 3** 2 


92, 8 



*- .aocTOBepHOCTb pa3JiM^HM no OTHoineHMio k KOHTpojibHbiM rpynnaM 2 VL 
io 2, cooTBeTCTBeHHo; * - p < 0,05; ** - p<0,01. 

TaKHM o6pa30M, MccjienyeMoe coeflMHeHMe o6jia,n;aeT cnocoSHOCTbio 
CHM^EcaTb npoHBjieHMH nKA b 5ojibuieH cTeneHM, qeM CynpacTMH. 
Bupa^ceHHocTb peaKunii nKA npn bbg bbhmm skmbothkim KnappiTMHa Obina 
15 no^aBjieHa b Oojibinefi CTeneHM, qeM npw BBeneHM wccjiejiyeMoro 
coe^HHeHMH, ojiHaKo ero flewcTByiomaH ja;o3a 6buia Ha nopnflOK Bbnne, 
^eM y M3y^aeMoro coejiMHeHMH. 
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nPMMEP 29 



W3Y^EHME BJIPWHMfl COEflMHEHPIM OEEIEM OOPMyjIH (I) HA AJOTEPIWIECKyiO 

PEAKIjmO 3AMEflJIEHH0r0 TI4IIA 

5 

A. BjiMHHKte coeflMHeHMH Ha pa3BMTMe peaKUMM rMnep^yBCTBMTeJibHocTW 
3aMefljieHHoro Tuna, MH^yuMpoBaHHyio spMTpouMTaMM 6apaHa 

PIccjienoBaHMH npoBOflMjin Ha HeJiMHeftHbix Cejibix Mbmiax-caMuax c 
10 McxoflHoii Maccoii 22-24 r. Ka^an rpynna BKJiio^ajia no 10 echbothlix. 
MtnueM ceHCMGMjiM3MpoBajiM BHyTppiBeHHoii vnuheKuytevi B3Becw 2 x 10 5 
spMTpouPiTOB GapaHa b 0,05 mji $M3MOJiorM^ecKoro pacTBopa. Ha 5 
cyTKM b nojjyine^iicy 3axuiei4 jianbi BBOflHjin B3Becb 10 8 spuTpoiiMTOB 
OapaHa b 0,05 mji $n3MOJiorM^ecKoro pacTBopa. B Ka^ecTBe kohtpojih 

15 BBOBMJ1M paCTBOpPlTeJlb - $M3MOJIOrM^eCKMM paCTBOp B 3K.BI4B aJISHTHOM 

KOJiM^ecTBe. MHTeHCHBHocTb peaKu,MM oueHMBajiM ^iepe3 24 qaca no 
pa3HocTM Mace jianoK ^kmbothbex. 

M 0 - M K 

20 MHfleKc peaKUMM = x 100 

M K 

Mccjie^yeMoe coeflMHeHMe III bbowjim nepopajibHo b Te^eHne 

Tpex flHew b fl03ax 50 h 500 mkv/kv no cxetie - 3, 4 m 5 jxuvi, 5-vl 
25 jxeuh - BBGxneHMe pa3peiuaiomeM so3Li- 

KaK bmjjho M3 jjaHHtix, npeflCTaBjieHHtix b Ta6jiMue 9, BBe^eHMe 

^KHBOTHLIM COeEKHeHHH B fl03aX 50 M 500 MKr/KT flOCTOBepHO CHmaeT 

MHTeHCMBHocTb peaKUKM rnnep^yBCTBHTejibHocTM 3aMejXJieHHoro TMna. 



30 TaGjOTua 9 

BjiMHHMe coesMHeHMH III Ha npoHBjieHHe ajuiepri^ecKOH peaKunw 
3aMeflJieHHoro Tuna, MH^yuMpo b aHHyio spMTpouwTaMM OapaHa 



rpynnbi 

2CMBOTHHX 


Pa3HOCTb Mace 

JianoK, (r) 


PlHfleKC 

peaKUMM, % 


npoueHT K 

KOHTpOJIK) 


KOHTpOJIb 


22, 4±3, 7 


13, 7±1,25 


100 
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50 mkv/kv 


16, 7±1, 9* 


10, 3±1, 1* 


75, 5 


500 mkv/kv 


17,2+1, 3* 


10, 8±0, 8* 


79,3 



*- flocTOBepHocTL pa3JiH^MM no oTHomeHMK) k KOHTpojibHOM rpynne • 
* - p < 0, 05 



B. MccjieflOBaHwe MecTHoro bjtohhhh coeflMHeHMM odmen $opMyjiH (I) Ha 
peaKUKiio rnnep^yBCTBMTejibHocTM 3aMejjJieHHoro Twna, MHflyiuipoBaHHyjo 

nMKpMJTXJIOpMHOM, y MHTIieH . 

Pl3y^eHMe bjimhhm^i coeflMHeHMM Ha rwnep^yBCTBMTejibHocTb 
3aMejureHHoro THna y Mbniieft, Bbi3 BdHHyio 2 , 4 , 6-Tpwxjiop6eH30JiOM 
(TXB) , npoBOflMjiM no MeTOfly Tarayre et al . [Tarayre J. P., Barbara 
M., Aliaga M. , Tisne-Versailles /Comparative actions of 
immunosuppressants, glucocorticoids and non-steroidal anti- 
inflammatory drugs on various models of delayed hypersensitivity 
and on a non-immune inflammation in mice,// Arzneim. -Forsch . 
Drug Res. -1990.- vol.40.- p . 1125-1131 ] . 

Mccjie^oBaHMn npoBOCMJiw Ha 6ecnopo^HRX Mranax-caMiiax c 
mcxojihom MaccoM 30-35 r. Kaa^an rpynna BKjno^ajia no 10 ^ckibothbix. 
Munien ceHcn6jijiM3JipoBajiw HaHeceHMeM Ha bhcOphthm yqacTOK >KHBOTa 
0,1 mji 3% pacTBopa TXB b aueTOHe . ^Iepe3 7 cyTOK pa3peniaiomyio fl03y 
TXB (0, 025 mji 3?5 pacTBopa) HaHocHJiM Ha o6e noBepxHOCTM npaBoro 
yxa. ^epe3 30 MHHyT BTMpajiM b stm ace noBepxHocTM Mccjie^yeMyio 
Ma3b B oS'beMe 0,05 mji. ^epe3 24 ^aca nocjie MHflyKUMM OTeKa Mumew 
3a0i4BajiH, yinw OTpe3ajii/i m B3BeiiiKBajiK[ . PlHTeHCMBHocTb aJiJieprn^ecKOM 
peaKUMM oueHPiBajiM no M3MeHeHMio Beca b rpaMMax npaBoro yxa 
(onbiTHoro) no oTHoiHerouo jieBOMy ( KOHTpojibHOMy ) . 

TopMo^ceHMe ajuieprH^ecKofr peaKUHn, Bupa:>KeHHoe b npoueHTax, 
pacc^MTBiBajiM no $opMyjie: 

r ^ 

100- 



IM£onwT) : n-JIfKOHTPOJib) x 100 
JI JI 



vjxe n - Bee npaBoro yxa, JI - Bee JieBoro yxa. 
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KoHTpojik - HHTaKTHue ^cMBOTHbie , onuT - ECHBOTHtie nojiy*iaBnine 
Mccjie^yeMtie coejumeHJifl HaHocmiw Ha yxo b uvine 1% pi 5% Ma3M, 

OCHOBy KOTOpOM COCTaBJIHJIH 10% paCTBOp MeTMJIUeJIJIK)JI03kI M 

nponmieHrjiPiKOJiB b coothoiiishmh 1:1. 
rpynnn mbothlix : 

1 rpynna - KOHTpojib, ^cmbothhm Ha yxo HaHocKJiM ochoby m&3m 6e3 
HencTByiomero Ha^ajia . 

2 rpynna - »mbothhm Ha yxo HaHocmiPi OCHOBy Ma3b, cocep^aBmyio 1% 
coejaxiHeHHH III. 

3 rpynna - ^bothum Ha yxo HaHocMjiii ocHosy Ma3b, co«ep:acaBinyio 1% 
coemiHeHMH XVII. 

4 rpynna - skhbothhm Ha yxo HaHociuiM ocHOBy Ma3b, cosepacaBiiiyio 5% 
coeflMHeHiiH XLVTII. 

flaHHhie, npe^cTaBJieHHhie b TaCjiwue 10 , cBwieTejibCTByioT, ^to 
MccjiesyeMHie coeflMHeHM^ o6jiaj*aioT cnocoGHocTbio TopM03HTb peaKUHK) 
rnnepqyBCTBMTejiLHocTM 3aMe,mieHHoro Tuna, nHaymipoBaHHyio TXB . 



TaCroma 10 

BjiMHHMe Hccjie^yeMbix coeflPiHeHMM Ha TXB-PiHflymipoBaHHyio peaKii,roo 

ri4nep T 4yBCTEKTejibHoc™ y MHmew 



Tpynnbi 

XMBOTHBIX 


Bee yiaen, (r) 


IIpMpOCT 

Beca, (r) 


T opMosKe Hue 
peaKUMM, (%) 


npaBoro 


jieBoro 


1 rpynna 


22, 9+1, 72 


15, 0+1, 41 


7, 90+0, 56 




2 rpynna 


20,35±1,21 


15, 4±1, 12 


4, 9±0, 5* 


38% 


3 rpynna 


21, 6±1, 02 


15, 5±1, 02 


6, 1±0, 59* 


24% 


4 rpynna 


17, 9+0, 94 


14,2+0, 98 


3, 7±0, 81** 


54% 



*- jiocTOBepHocTb pa3JiPi^MM no oTHomeHPiio k KOHTpojibHOM rpynne 
* - p<0, 05; ** - p<0, 01 . 
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nPMMEP 3 0 



MCCJIEHOBAHME BJIKEHKS COEflMHEHHM OEWfrPl OOPMYJIH (I) HA PA3BMTME 



A. Mosejib OTeKa, HHflyunpoBaHHoro nojiHHM afltaoBaHTOM (DpeMH^a. 

SKcneppiMeHT npoBowjiM Ha Oejibix SecnopoflHtix Kpticax-caMuax 
MaccoM 280-300 r. Mo^ejib OTeKa jianbi, MHjxyuHpoBaHHoro nojiHbiM 
aj^'BioB aHTOM (DpeMHfla (UAQ>) , BocnpoM3Boja;MJiM no MeTosy Ezamuzie a. 
Umezurike [Ezamuzie Ch., Umezurike C.C. /Effect of histamine H2- 
receptor antagonists on acute inflammatory of the rat paw 
oedema.// J. Pharmacol.- 1989.- vol. 41.- pp. 261-265] . M3MepeHMe 
oSnteMa Jian npoBOflMjiw Ha njieTM3Morpa$e (Ugo Basile) . TopMoaceHne 
BocnajiMTejibHOM peaKUM f BbipaPKeHHoe b npoueHTax, p a c c^jhthb a jih no 
$opMyjie : 



i\n;e n - oCrbeM npaBOPi Jianbi, JT - oOteM jieBOM Jianti. 

KoHTpojit - MHTaKTHbie ^KMBOTHbie f onuT - ^cMBOTHue nojiy^aBiune 
coeroiHeHwa . 

Wccjie^yeMHe coenHHeHMfl bbootuim ^cmbothhm BHyTpi^cejiyxio^Ho 
^eTbipexKpaTHO b nose 50 mkt/ kt ^ e pe3 3oh,u b 0,5 mh 1% pacTBopa 
KpaxMajia 3a 72, 48, 2 4 m 1 nac no BBeaeHWH riAQ. IIpenapaT 
cpaBHeHMH - HanpoKceH bbo«mjik oflHOKpaTHO b no3e 50 mv/kv 3a 1 
Mac no HH^yKUMH OTeKa . Ka^an rpynna BKjno^ajia 10 ^mbothhix. 

Fpynnbi jkmbothux: 

1 rpynna - KOHTpojib, /KUBOTHbie nojiy^ajin 0,5 mji 1% pacTBopa 
KpaxMajia. 

2 rpynna - ^kmbothus nojiy^ajiM coeflMHeHMe XLVIII. 

3 rpynna - 3KHBOTHbie nojiy^ajiH coeflMHeHMe III. 

4 rpynna - ^iBOTHue nojiy^ajiM HanpoKceH. 

flaHHHe npe^CTaBJieHHbce b TaGjiMue 11, cBi/meTejibCTByioT, mto 
coeflMHeHwn o6jiaxi;aioT cnocoGHocTbio topmo3mtb lIAO-iiHflyupipoBaHHyio 
BocnajiMTeJibHyio peaKiuuo. Bupa^eHHocTb npoTMBocnaJiMTejibHoro 



OCTPOrO BOCnAJIEHKR 




(%) , 
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xceiicTBMH coemeHMH III cpaBHMMa c 3$$eKTOM HanpoicceHa, 
cyMMapHa^ xco3a KOToporo 6buia b 25 pa3 Burne, ^eM nccjie^yeMoro 

TaOJiMua 11 

5 

BjiMHHMe HccjienyeMBix coewHeHww Ha nAQ-MHEyuwpoBaHHHw: 

OTeK Jian Kpuc 



Tpynnbi 

2KMBOTHBIX 


OO'beM jian, (ycji. 
e«. ) 


npMpOCT 

obteMa 


TopMo^ceHMe 
BocnajieHMH, (%) 


npaBow 


jieBoii 


1 rpynna 


2, 22±0, 85 


1,42±0, 45 


0, 80±0, 07 




2 rpynna 


1, 95±0, 48 


1, 30±0, 62 


0, 65±0, 04* 


19% 


3 rpynna 


1, 85±0, 62 


1,2510,34 


0, 54±0,04** 


32,5% 


4 rpynna 


1,75+0,54 


1, 30±0, 25 


0, 45+0, 02** 


44% 



10 *- AocTOBepHocTb pa3JiM^MM no OTHomeHMK) k KOHTpoJibHoii rpynne . 
* - p<0, 05; ** - p < 0, 01 . 

B. PIccjiejaoBaHHe bjimhhmh coecHHeHHH Ha Mo,aejiM 
KappareHMHOBoro oTeica y icptic 

15 

3Kcnepi4MeHT npoBomura Ha 6ejiHx 6ecnopo,iXHbix KpHcax-caMn,a3 
Maccoii 2 8 0-300 r. KappareHMH-MHjiyuMpoBaHHLM OTeK Bbi3biBajiM no 
MGToj;y Winter et al. [Winter et al. In: De Rosa M. , Giroud J.P., 
Willoughby D.A./Stadies of the mediators of the acute 

20 inflamatory response induced in rats in different sites by 
carrageenan and turpentine.// J. Phamacol . - 1971.- vol. 104.- 
pp. 15-29]. M3MepeHHe oSnbeMa Jian npoBo^MJiPi Ha njieTM3Morpa$e (Ugo 
Basile) ^epe3 1, 3 m 4 qaca nocjie BBe^eHMH KapperwHMHa. 
TopMo^ceHMe BocnajiKTejibHow peaKUHM, BupaaceHHoe b npoueHTax, 

25 pacc^MTLiBajiM no c£>opMyjie : 



r 



100 



n^JKontn:) : n-JKKOHTPOJib ^l x 100 
JI JI 
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me n - o6teM npaBOM jianu, JI - o6 r h>eu jieBon jianw. 

KOHTpOJIfc - MHTSKTHHe ^KHBOTHbie, OIILIT - PKHBOTHbie nOJiy^aBIDMe 
COejlMHeHMH . 



5 1 cepn/i SKcneppiMeHTa. MccJiesyeMLie coeweHU^ bbo^hjipi 

soibothhm BHyTpi^ejiyBo^Ho ^eTbipexKpaTHo b soae 50 MKr / Kr ^epe3 
30Hjx b 0,5 mjt 1 % pacTBopa KpaxMana 3a 72, 48, 24 m 1 *iac so 
BBe^eHM^ nAd). npenapaT cpaBHeHM^ -HanpoKceH bbo«mjim o^HOKpaTHo b 
flose 20 Mr/KP 3a 1 tjac ao MH^yKurai oieKa, Kaaraan rpynna 
io BKJiio^ajia no 10 jkhbothmx. 
rpynnn mothkix: 

1 rpynna - kohtpojib, ^MBOTHue nojiy^ajiM 0,5 mji 1% pacTBopa 
KpaxMajia . 

2 rpynna - 5KHBOTHbie nojiyxiajiM coeromeHHe III. 
15 3 rpynna - jKMBOTHue nojiy^ajin coewHeHwe II. 

4 rpynna - acMBOTHue nojiy^ajiw HanpoKceH. 

flaHHHe npe^cTaBjieHHbie b TaGjinue 12, CBMjjeTejibCTByioT, vto 
coejWHeHM^ npw nepopajibHOM BBe^eHHM o6jia,uaiQT cnoco6HOCT£>io 
TopMosMTb KappareHMH-MH^yuiipoBaHHyK) BocnaJiHTejibHyra peaKumo. 
20 BnpajKeHHocTL npoTMBOBocnajiMTejibHoro «ewcTBM^ coeOTeHMH III 
cpaBHMMa c 3#eKTOM HanpoKceHa, cyMMapHan ji;o3a KOToporo 6buia b 
10 pa3 Btnne, ^eM MccneflyeMoro coesHHeHMJi . 

Ta6jiwua 12 

BjiMHHwe MCCJiejiyeMHx coemiHeHMii Ha KappareHMH-HHByunpoBaHHUM 
25 OTeK jian kphc npw nepopajibHOM BBeceHHM 



TpynnLi 

PKHBOTHHX 


OOteM jian, (ycji. 
ejo;. ) 


IIppipocT 
oOteMa 


TopMoaceHne 
BocnajieHMH, (%) 


npaBow 


JieBOM 


1 rpynna 


2, 12+0, 63 


1,35±0,23 


0, 77±0, 04 




2 rpynna 


1,72±0,27 


1,23±0,41 


0, 49±0, 07** 


30% 


3 rpynna 


1, 92±0, 65 


1,28±0,28 


0, 64±0, 05* ! 


12, % 


4 rpynna 


1, 82+0, 54 


1, 34±0,25 


0, 48+0, 02* 


37% 



p<0,01; * ! - < 0,1 
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2 ceppiH sKcnepuMeHTa . B jiann Kpuc cyGxtaTepaJibHO bboskjim 2% 
pacTBop KappareHMHa . *iepe3 1 mmhyty Ha npaByio jiany hsho cm jtm rejib 

B OS'beMe 0,1 MJI, B COCTdB KOTOpOTO BXOflJUIKC nccjieEyeMbie 

coejxMHeHMH OcHOBa rejiH cocTOHJia M3 nponMJieHrjiHKOJin , 

pacTBopeHHoro b cmgcm bohh m 3TaHOJia. KoHueHTpauwH coejiHHeHPiM b 
rejre cocTaBJinjia 1%. 06 r beM jian m 3Me p h jim qepe3 4 qaca nocjie 
BBefleHKK KappareHMHa. 
rpynnti skmbothhx: 

1 rpynna - KOHTpojib -1, Ha jiany HaHocmin rejib 6e3 coeflMHeHMH. 

2 rpynna - HaHocMMbM rejib coEepacaji coetfHHeHMe XL. 

3 rpynna - HaHocuMLiii rejib cocep^aji coejWHeHKe III. 

4 rpynna - HaHOCMMbrw rejib cojiepxcaji coeflMHeHMe XXXVI . 

5 rpynna - HaHocmM rejib cocepacajr coeflMHeHMe XIII. 

6 rpynna - KOHTpojib 2, Ha Jiany HaHocmiM rejib 6e3 coeiiMHeHM^. 

7 rpynna - rejib conep-xasi 1% BojibTapeHa. 

flaHHtie, npeflCTaBJieHHue b TaGjinue 13, cBMfleTejibCTByiOT, ^to 

COeflHHeHMH npM HaKO^KHOM BBe^eHMH oSJia^aiOT CnOCOOHOCTblO TOpM03MTb 

Kappar eHMH-MH«yuMpoBaHHyio BocnajiWTejibHyio peaicumo . Bbrpa^ceHHOCTb 
npoTPiBocnajiHTejibHoro .ueiiCTBHH coeflPiHeHMM conocTaBMMa c 3<|)<i>eKTOM 
npenapaTa cpaBHeHMH - BojibTapeHa. 

TaOjiwua 13 

BjiM^HMe MccjieHyeMtax coeflMHeHMM Ha KappareHMH-MH«yuwpoBaHHbEM 



OTeK jian Kpuc npn HaKoacHOM B&eneHiwL 



Ipynnu 

JKJIBOTHfclX 


06i>eM jian, (ycji. 
en. ) 


IIpMpOCT 

OOteMa 


TopMoaceHMe 
BOcnajieHMH, (%) 


npaBOM 


JieBOM 


1 rpynna - 

KOHTpOJlb-1 


2, 56+0, 83 


1, 84±0, 13 


0, 72±0, 08 




2 rpynna 


2, 12±0, 36 


1, 87±0,24 


0, 29±0, 08** 


63% 


3 rpynna 


2, 13±0, 64 


1, 83+0,21 


0, 30+0, 06** 


60% 


4 rpynna 


2,23±0,42 


1,86+0,16 


0, 37+0, 07** 


50% 


5 rpynna 


2, 29±0, 18 


1, 82+0, 34 


0, 47+0, 08** 


35% 


6 rpynna - 

KOHTpOJlb-2 


2, 42+0,25 


1, 56±0, 34 


0, 74+0, 06 




7 rpynna 


1, 99±0, 24 


1, 63±0, 26 


0, 40±0, 03** 


48% 
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*- aocTOBepHocTb pa3JiM^MM no oTHOineHHio k KOHTpojibHoii rpynne. 
** - p<0,01. 

nPMMEP 31 

OIJEHKA nPOTMBOBOCnAJIMTEJILHOM AKTMBHOCTM COEflMHEHMM OEIIIEM OOPMyjIH 
(I) HA MOflEJIM HEMHOEKqPlOHHOrO rPAHyjIOMAT03A JIErKMX 

IlpoTMBOBocnajiMTejibHoe h HMMyHOMO«yjixipyiomee flewcTBMe 
coewHeHMH III npH BHyTpnacejiyao^HOM BBejieHMii M3y^ajin Ha Mocejiw 
HewH$eKUMOHHoro rpaHyjieMaT03a jierKKX. 

B SKcnepHMeHTe ncnojib30Bajin 2 0 caMOK Kpnc BHCTap, B03pacTOM 
4 Mec^ua, Macca Tejia 200 - 220 r. BuOop Kptic BHCTap o6ycjiOBJieH 
TeM, ^to nppi a3po30JibHOM BBexteHMM Ce$a,n;eKca A-25 b jierKMx 
pa3BMBaeTCH rpaHyjieMaT03Hbrii BocnajiHTejibHtJK npouecc [MaKapoBa 
O.B., KoBajieBa B.JI., CJia^KoneBueB A.C., MKxaiinoBa Jl.n., 
HocewKMHa E.M.: 3KcnepMMeHTajibHan MoaeJib HewH$eKUPioHHoro 
rpaHyjieMaT03a Jiencwx. nyjibMOHOJiornn . 1996. - Wl, c. 76-79]. 
HaHHbie no KOJiw^iecTBy ^kmbothbix b rpynnax npe^CTaBjieHbt b Ta6JiHue 
14. 

Ta6jinua 14 

rpynnbi sKcnepwMeHTa m KOJipraecTBO ^cmbothhx b hmx. 



n/n 


rpynna Ha6jnofleHi4Pi 


KOJIM^eCTBO aCMBOTHUX 


1. 


KOHTpOJIb 


12 




(MHTaKTHMe ^CMBOTHbie) 




2. 


Ce$a,aeKc A-25 (7 cyTKM ) 


12 


3. 


Ce$aneKc A-25 + 


16 




coeflMHeHwe III 





MeTOflMKa a3po3QjibHoro BBegeHMH CefoaaeKca A-25 

KpbicaM c noMombBD opMrHHajibHoro ,n;o3i4pyiomero ycTponcTBa H.VM 
MeflMUMHCKoro npn5opocTpoeHMH Rjifi MHrajiHUMOHHoro BBeceHM^ cyxHx 
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nopouiKOB, noxx 3$wpHbiM HapK030M bbootuim ce$afleKc A-25 b fl03e 5 Mr 
Ha 1 Kr Maccbi Tejia. Kpbicbi BncTap nocjie bbbjubhhh Ce$axteKca A-25 

GblCTpo BKIXORVLJIVL 1A3 HapK03a VL BHeilIHe KaKMX~JIMd)0 OCOOeHHOCTeM B 

noBeceapiH, xapaKTepe cbixaHH* y hmx He OTMe^ajiocb . CoecHHeHMe III 
bboawim BHyTpn^cejiy^o^Ho c noMombio wejiyjcco^Horo 30H,aa b no3e 5 0 Mr 
Ha 1 kt Maccbi Tejia, nocjie ^ero cpa3y npoBonHjiH oxtHOKpaTHoe 
aspo30JTbHoe BBe^eHwe Ce$a,n;eKca A-2 5 no MeToxtHKe onMcaHHoii paHee. 
3aTGM eJKeflHeBHo b Te^eHMe 6 p,ueu 1 pa3 b fleHt bbo^mjtm 
BHyTpM^cejiy,no^Ho coeflMHeroie III, b no3e 50 mt/kv Maccu Tejia, b 
BMne BOflHoro pacTBopa. MccjieflOBaHMe Kpuc npoBOEMjiM Ha 7 cyTKM 
nocjie Ha^iajia BBefleHMH coeflMHGHMK III m Ce$afleKca A-25. 

BpoHxoajibBeojiHpHbiii cmhb nojiy^ajiw nop, reKceHajioBbiM HapK030M. 
B x&ijxkoctvl OpoHxoajibBeojinpHoro cMMBa onpe^ejiHjiH umto3 - 
aOcojnoTHoe ^hcjio KjieTOK b 1 mji . B Ma3Kax, oicpameHHUX no 
PoMaHOBCKOMy-rnM3e, noflc^MTbiBajiH 3H«onyjiBMOHajibHyio unTorpaMMy (b 
npoueHTax) . nocjie npoue^ypbi 5poHxoajibBeojiHpHoro CMbiBa jnerKMe c 
Tpaxeew M3BjieKajr>i H3 rpy^HOM nojiocTM m MaKponpenapaT noMemajin b 
2% pacTBop yKcycHow kmcjioth. ^epes 18-24 qaca Tpaxeio, rjiaBHbrii 11 
^ojieBbie GpoHXH pacceKajiw no« jiynofi; MeTOflOM TOue^iHoro c^eTa noa 
jiynoM oueHMBajiM oC'beMHyio njioTHocTb jium^omshhx $ojuiMKyjioB . 
IlpoBojiMjiM mcTOJiorM^ecKoe MccjieflOBaHMe jierKwx, oKpameHHtix 
reMaTOKCMjiMHOM m 303mhom. MeTo^oM To^e^Horo c^eTa onpe^ejiHjiM 
oO'beMHyio njioTHocTb ajibBeojiMTa n 3M$H3eMLi. 

rMCTOJiorn^ecKoe HccjiextoBaHwe jierKMx Kpac KOHTpojibHoii rpynnbi 

(MHTaKTHHe ^CMBOTHbie) He BblHBMJIO KaKHX"JTM6o naTOJIOTH^eCKHX 
I43MeHeHMM. EtpM rMCTOJIOrM^eCKOM HCCJiejXOBaHMM JierKMx Kpbic BMCTap 

Ha 7-e cyTKM nocjie a3po30JibHoro B03,ueMCTBHH ce$afleKca A-25 Otuia 
BbiHBjieHa Mop3>ojiorpi*iecKaH KapTMHa rpaHyjieMaT03Horo 

BocnajiMTejibHoro npouecca: spejibie MaKpo$arajibHbie rpaHyjieMH, 
ocTptrii 6poHXMT m ajibBeojiMT c HeMTpo$MjibHbiM KOMnoHeHTOM, onaroBaa 
3M$M3eMa . TpaHyjieMbi pacnojiarajiMCb no xony coeflHHKTejibHOM TKaHM 

JierKMX, dOJIbUIMHCTBO VL3 HI4X BLIHBJIHJIMCb B COe^HHMTeJIbHOM TKaHM no 

xony KpoBeHocHbix cocy,n;oB, BeTBeii jiero^Hoii apTeprai, jiero^Htix BeH, 
a Tam b CTeHKe Opohxob. He6ojibiiiaji ^acTt mgjikmx MaKpo$arajibHbix 
rpaHyjieM onpe,n;ejiHjiacb b hht epcTHUMH "yrJiOB*' Me^caJibBeojinpHbix 
neperopojxoK, ajibBeojinpHbix xoaob, pecmipaTopHLix vl TepMMHajibHbix 
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CpoHxwoJi. KneTo^HLiM cocTaB rpanyjieM Shui npeccTaBjieH 
npewMymecTBeHHo MaKpo$araMM, a TaioKe e xxi/iavL^i hhmm HsiiTpo^MJiaMM m 

JlHM<J)OUHTaMI4 . IIpH MOp$OMeTpMqeCKOM WCCJieflOBaHMM y KpHC BMCTap B 

jiericnx noKa3aTejiM oS'beMHoii njioTHOCTH aJibBeoJiMTa vl 3M$pi3eMH 
cocTaBMJiM, cooTBeTCTBeHHO, 7 , 0±3 , 0 vl 15,1±5,1 % (Ta6jinixa 15). 

TaSjiwua 15 

Mop^OMeTpMHecKan xapaKTepwcTHKa Jiero^HOM tkshm kplic BwcTap 
nocjie a3po30JibHoro B03jieMCTBM^ ce^aojeKca A-25 





h npn 


BBeceHMM 


COeflMHeHMH III 




Ni 


rpynna 




OSt.eMHatf mioTHOcTb, b % 


n/n 


5KHBOTHLIX 




AjIbBeOJlMT 


3M$M3eMa 


1. 


KOHTpOJIb 






l f 8±1, 0 




(MHTaKTHUe JKMBOTHH6 ) 






2. 


Ce$a«eKC A-25 (7 


CyTKM ) 


7,013,0 


15, 1±5, 1 


3. 


Ce$a,ueKC A-2 5 


+ 


3, 8±1, 0 


11,2±3,2 




coeAMHeHMe III 








flOCTOBepHOCTb 


1-2 




<0,05 


pa3J!HMMW 


2-3 


>0, 05 


>0,05 


P 




1-3 




<0,05 



Etc JjaHHblM UHTOJIOTM^eCKOrO JiCCJiejEOBaHJlH JKHtEKOCTH 

QpoHxoajibBeojiHpHoro CMHBa y Kpuc BncTap Ha 7-e cyTKM nocjie 
asposojibHoro B03fleMCTBHH Ce$a;n;eKca A-25 noKa3aTejib uMT03a 
B03pacTaji no cpaBHeHMK) c KOHTpojieM ( TaOjinua 16) . B 
3H«onyjibMOHajii>HOH uMTorpaMMe oTMeuaJiocb yBejii4^eHne noKa3aTejiefi 
npoueHTHoro co^ep^caHM^ HeMTpo$MJioB vl jimm^oumtob, HO pa3JIH^iMH 

OhLJlVL CTaTMCTM^eCKH He XtOCTOBepHLI. 
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TabJiMua 1 6 



noKa3aTejii4 iwro3a vl KJie«ro^Horo cocTaBa SpoHxoajifeBeojinpHoro 
CMHBa Kpbic BMCTap nocjie a3po30JibHoro B03flewcTBMH Ce$afleKca 
A-25 14 o6pa6oTKM coeflMHeHMeM III 



n/n 


rpynna 




UMT03 


3HjjonyjibMOHajibHaH uMTorpaMMa b % 


Ha&JiioxieHMM 


( a6coji . 


MaKpocfcarn 


JlMMC^OUMTbl 


HeiiTpoc^Mjibi 








KOJI-BO KJI . 














B 1 MJl) 








1. 


KOHTpOJIb 
(MHTaKTHbie 










2. 


aMBOTHUe ) 

CecJaaeKc A~ 


0, 168±0, 050 


95,5±1,1 


3,7±1, 1 


0, 8±0,2 




25 

(7 cyTKM ) 


0, 18.9±0, 042 


54, 2±9, 4 


15, 3±1, 1 


34, 0±12 f 0 


3. 


Ce<£ajxeKC A- 












25 + 














coeflMHeHMe 
III 


0, 169±0,054 


75,2±4, 5 


7,6±1,5 


16, 8±2, 6 


^OCTOBep- 
HOCTb 
pa3JIM^MM 
P 


1-2 

1- 3 

2- 3 


>0,05 
>0 f 05 
>0, 05 


<0, 05 
<0, 05 
>0, 05 


<0,01 
<0,05 
<0 r 01 


<0, 05 
<0,05 
>0, 05 



10 



B rpynne Kpuc, oOpaOoTaHHbrx coeflMHeHMeM III, ripn 
TMCTOJiorMtiecKOM wccjieflOBaHMM JierKKtx 6mia TaiQfce BbiHBjieHa KapTMHa 
rpaHyjieMaT03Horo BocnajieHMa. no aaHHLJM Mop^OMeTpn^ecKoro 

15 Mccjie^oBaHM^, pacnpocTpaHeHHocTb ajibBeojiHTa vi 3M$i43eMti 
yMeHbinajiaciD vl cocTaBMjia, cooTBeTCTBeHHo 3,8±1,0 vl 11,213,2%, 
ho p a 3 jihm i4 h Ohuivi cTaTMCTH^ecKM He jiocTOBepHLi (Tad>Jii4Jua 15) . no 
aaHHUM UMTOJiorw^ecKoro nccjiesoBaHMH b rpynne Kptic, oOpaOoTaHHtix 
coewHeHMeM III, noKasaTejib ui4T03a HopMajii430Bajic* (TaSjiHua 16) . 

2 0 B 3HflonyjibMOHajibHOM UMTorpaMMe 3Ha^MTejibHo chh3I4jiocs npoueHTHoe 

COflep^CaHMe HeMTpO$J4JIOB VL JIHM(i)Om4TOB, OflHaKO HOpMaJIM3aUMI4 

JIHCT B3AMEH HStHTOrO (nPABHJIO 26) 



WO 99/01103 



PCT/RU98/00215 



81 

noKa3aTejieii He HaGjnoBajrocb . 

BjiMHHHe coeflMHeHMH III Ha MMMyHHyio cncTeMy jierKMX oueHMBajiK 
no fleMCTBMio ero Ha jimm^ohbhyk) trshb , accouwMpoBaHHyK) c OpoHxaMM. 
Mop$OMeTpn^ecKPie noKa3aTejiM oCteMHOM njioTHocTM jimm^ohjihom TKaroi, 
5 accoumpoBaHHoii c 6poHxaMn, npeflCTaBJieHbi b xaOjinue 17. 



TaGjiPiua 17 



10 



Mop$oMeTpw^ecKaH xapaKTepwcTMKa OpoHxoaccouwMpoBaHHoii 
jimm$omjihom TKaHM y K pHc BHCTap noane asposojib Horo 
B03flei4CTBHH Ce$a,n;eKca A-2 5 m o6pa6oTKM coeflMHeHweM III 



15 



N! 

n/n 



1. 



2. 



Tpynna Ha5jxE0,aeHHi4 



KOHTpOJIb 

( MHTaKTHLie EOIBOTHLie ) 

Ce^a^eKc A-25 

(7 cyTKM ) 

Ce$a^eKC A-25 + 
coe^MHeHMe III 



flOCTOBepHOCTL 
Pa3JIM^IMM 

p 



1-2 

1- 3 

2- 3 



OO^eMHan njioTHocTb 

JIHM$OM^HbIX ^OJUIUKyjIOB, B 



15, 0+3, 9 
44, 8±3, 7 
34,7±10,3 



<0, 05 
>0, 05 
>0, 05 



B HopMe y Kpbrc BncTap noKa3aTejib oSteMHOM njiOTHOCTM 

JlPlM^OM^HblX $OJTJIHKyjIOB 6hUl HM3KMM M COCTaBJIHJI 15,0 ± 3,9 %. Ha 7- 

e cyTKM nocjie asposojibHoro B03flencTBMH ce$a«eKca A-2 5 oTMe^ajiacb 
Bbipa^eHHaR rnnepruia3iiH . JinM$opmHoro annapaTa JierKMX, noKa3aTejib 

20 oS'beMHOH njIOTHOCTH JTMM$OMJIHbIX $OJTJIMKyjIOB COCTaBJIHJT 44,8 ± 3,7 % m 

B rpynne Kpbic, o6pa6oTaHHbix coeflMHeHMeM III, onpesejinjiacb 

TeH^eHUH^ K CHKDKGHMK) OO^eMHOM HJIOTHOCTM JIMM^OMflHHX ^OJIJIHKyjIOB 

so 34,7 ± 10,3 %. 

TaKMM o5pa30M, Ha mojxbjivl HewH$eKUMOHHoro rpaHyjieMaT03a 
25 JierKMX, BH3BaHHoro Ce$a«eKcoM A-25, BHHBJieHa 
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npoTMBOBocnajiMTejibHa^: sktmbhoctl cogjxmhbhmh III. ITo ,n;aHHbiM 
Mop$ojiorM^:ecKoro f Mop$oMeTp^ecKoro m upiTOJiorn^ecKoro 

MCCjiej^OBaHMR coeflMHeHwe III BH3HBaeT cHKEceHiie Bbipa^ceHHocTM 
3KccynaTHBHoro KOMnoHeHTa BocnajieHUH, pacnpocTpaaeHHOCTM 
5 aJibBeojiMTa, no^aBjieHwe PHnepnjia3PiH jihm$o^ h om TKaHM. 

nPMMEP 27 

M3yqEHME AHTMOKCMflAHTHOtt AKTMBHOCTM OflHOrO M3 COEflMHEHMft OEmEft 
10 OOPMyjIH (I) B OnHTE in vivo 

AHTPioKCMjaaHTHaH aKTMBHocTb MccjieflOB aJiM b ontiTe in vivo Ha 
Mo^ejiM ocTporo TOKCMHecKoro nopa^eHMH ne^eHM ^eTtipexxjiopMCTLiM 
yrjiepoflOM (CCi 4 ) • 

15 3KcnepnMeHT npoBojwuiw Ha 4 0 5ecnopoflHHX Kpbicax-caMuax c 

MCXOflHOM Maccopi 190-200 r, cocepEcaBinnxcH Ha cTaHflapTHOM paunoHe 
BMBapMH. Kaacxtan rpynna cocTOHjia M3 10 ^cmbothmx. nopaEceHiie neqeHM 
(3KcnepHMeHTajibHbiM renaTMT) y aoiBOTHbix Bfei3MBaji:n BBejxeHweM CC1 4 
BHyTproKejiyco^Ho b bm^g 50% pacTBopa b Ba3ejiHHOBOM Macjie b ob-beMe 

20 0,25 mji Ha 100 r Maccbi Tejia b Te^ieHMe 3 rhbPi [BeHrepoBCKMM A.VL. , 
^y^ajiHH B.C., riayjibc O.B., CapaTMKOB A.C. / Bjimhhhg 
renaTonpoTeKTopoB Ha MeTaSojiM3M jinnM;n;oB npw CC1 A - renaTMTe.// 
Ekmiji. 3Kcnep. Gmoji.- 1987.- N?4 . - c. 430-432]. HccjiejDiyeMoe 

COeflMHGHMe III BBOflMJIH 2KMBOTHLJM BHyTpHECeJiyflO^IHO B fl03ax 50 M 500 

25 MKr/Kr b TeqeHMe Tpex cyTOK b jjhm BBe^eHMH CC1 4 (3 m 4 rpynnu) . 
^Cmbothlim KOHTpojibHOH rpynnbi bboamjih CC1 4 / KaK oniicaHO Btnne (2 
rpynna) . MHTaKTHbie ^cMBOTHbie nojiy^ajiM nepopajibHo $i43MOJiorw^ecKMM 
pacTBop b sKBMBajieHTHOM KOJiw^ecTBe (1 rpynna). 

06pa3Ubi KpoBM vl ne^eHM Gpajiw Ha aHajiM3 ^epe3 18 ^acoB nocjie 

30 nocjie^Hero BBexieHMH CC1 4 - 

Co^ep^caHMe nepBM^Hbix npojryKTOB nepeKMCHoro oKucjieHHH 
jmimjxoB (TIOJI) - flueHOBHe KOHbioraTti, wieHOBHe kstohej m TpweHM, 
onpextejiHJiM MeTOflOM [BojraeropcKHM VL. A., HajiHMOB A.T., Hpobmhckpim 
E.r., JIm^iemij, P.M. /ConocTaBjieHMe pa3JTH^Hbix nocxoflOB k 

35 onpecejieHMK) nposyKTOB nepeKMCHoro okmcjighmh jiMnwiOB b renTaH- 
H3onponaHOJibHbrx sKCTpaKTax kpobm . / / Bonp. Mejx. xmmmm.- 198 9.- 
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N* 1. - c. 127-131]. Pac^eT coja;ep^:aHMH npoflyKTOB nOJI npoBorouiM, 

COOTHOCH BeJIK^MHtl COOTBeTCTByiOmMX 3KCTMHKUMM K 1 MJI MCCJieCyeMOIl 

npoOtJ. 

KoJiM^ecTBO KOHe^Hbix npo^yKTos nOJI - MajioHOBoro flHajibflerwja 
(MflA) - onpefleji^JiK no TecTy c ™o0ap6MTypoBOM kmcjiotom (TBK) 
[KopoGeiiHMKOBa 3.H. / MojiM^MKauMH onpejiejieHMH npojiyKTOB 
nepeKMCHoro okhcjishmh juinwjoB b peaKU.nn c THoOapOHTypoBoii 
kmcjiotoh.// JIa6. jjejio.- 1989.- N'7 . - c.8-10]. KoHueHTpauwio TEK- 
aKTMBHLix np o ny kt o b pacc^tHTLiBajiM c noMouxbio ypaBHeHHH perpeccwM. 
Co^ep^aHMe MflA b neneHM 3KcnepnMeHTajibHbix :>KHBOTHbix oixeHMBajiPi 
MOHPI^MUPipOBaHHUM MeTOflOM [CTajibHaa Jl.fl., rapwuiBHJiM T.r. / MeTOfl 
onpesejieHHa MajioHOBoro jmajibEerajia c noMombio TMo6ap6MTypoBofi 
kmcjioth.// B kh: CoBpeMeHHbie mstoau b Smoxwmhm . — M.- MejxnuMHa . - 
1977.- c. 66-69], npoBO^H npeflBapnTejibHyio 3KCTpaKU,HK> jimiiwjob no 
<X>ojray [KeiiTC M. TexHMKa jroroiflOJiorMM. - M . - Mwp.- 1975.- c. 74- 
76] . 

Pe3yjibTaTbi, npejjCTaBjieHHbie b TaOJume 18, cBKmeTejibCTByioT, 
vlto BBeceHMe KpHcaM CC1 4 npMBOflMjio k HaKonjieHMio npo^tyKTOB nOJI b 
ctiBopoTKe KpoBM vl ne^ieHM. y 3kmb o THtix 3KcnepMMeHTajibHbix rpynn, 
KOToptiM bbojuijiii VLCcsie ji;y eMo e coeflKHeHwe, oTMe^ajiocb aocTOBepHoe 
CHmeHMe coflep^caHMH nepBM^Hbix npo^yKTOB nOJI b neqeHM vl MflA b 
CHBopoTKe kpobm M b ne^eHM. 

TaGnMua 18 



BjiMHHMe MccjieflyeMbix coe^meHMM Ha coaepEcaroie npo^yKTOB 
nepeKPicHoro OKHCJieHWH jinrouxoB b cbraopoTKe kpobm m ne^emi Kpnc c 

3KcnepMMeHTaJibHbiM renaTMTOM 



noKa3aTenn 
Tpynnbi >KHBOTHbix 


CblBOpOTKa KpOBM, 

MflA, hM/mji 


neneHb, MflA, 

HM/Mr TK3HM 


neneHb, flueHOBbie 
KOHbforaTbi, 

E232/Mr TK8HM 


neneHb, fltieHOBbie 
KeTOHbl, Tpnenbi, 

E 278 /Mr TK3HH 


1 rp. MHTaKTHbie 


3,59+0,16 


4,68±0,21 


15,26±0,48 


7,45±0,34 


KOHTpOJlb 

2 rp. CC1 4 


5,34±0,0,54** 1 


7,18±0,43*~ 1 


19,12±1,07* 1 


12,44±0,98* 1 
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3 rp. 

oflHoapeMeHHoe 
BBeAeHne CCI 4 m 
coeAHHeHMe 

B fl03e 

50 mkt Iky 


4,05+0,1 98* 2 


4,98+0,1 Z** 2 


16,25±0,61 


8, 42+0 ,2s** 2 


4 rp. 

oflHOBpeMeHHoe 
BBefleHne CCI 4 w 
coeflMHeHne b 
A03e 500 MKr/Kr 


3,89+0,1 1** 2 


5,01 +0,1 7** 2 


15,89±0,38 


8,24±0,19* 2 



*- AOCTOBepHocTb pa3Jin^HH. * - p<0,05; ** - p<0<01; *** - 
p<0, 001 . 

Uyifypu 1 m 2 - HOMepa rpynn, no othouishmio k kotopum pa3Jiw*«in 

flOCTOBepHH. 

Pe3yjibTaTbi noKa3aJiw, ^to coenwHeHwe III o6men $opMyjibi (I) 
oGjiajiaeT BLipa^ceHHtiM aHTMOKCKjtaHTHHM fleMCTBweM b Mo^ejiH ocTporo 
TOKcw^ecKoro nopaaceHMH ne^eHM. 

nPMMEP 33 

PI3MEHEHME COCTOHHMH CHCTEMH UMTOXPOMA P-450 IIE^EHM nOfl BJTI4HHMEM 

COEHMHEHMM OBIHEM OOPMYJIH (I) 
A. BjiM^HHe coeflHHeHHM oCmen <£opMyjibi (I) Ha npo^oJi^cHTeJibHocTb 

reKceHajioBoro CHa y skkbothhx 
Pl3MeHeHHe flJiMTejibHocrw reKceHajioBoro CHa (TC) - noKa3aTejib 
coctohhmh cucTeMU UHTOxpoMa P-450 ne^eHM, M3MepneMHM in vivo. 

MccjiejxoBaHMH npoBoju*nji Ha Muniax-caMixax jimhhm BALB/ 0*1175, 
C57B1/6, CBA, DBA/ 2, ra6pi4flax nepBoro iiokojighmh CBF1 m BDF1 c 
mcxohhom Maccow 18-20 r, b Ka^wopi rpynne Mcnojib30BaJiK[ no 10 
Mbnneft, m Ha Oecnopoxi,Hbix mopckmx cBMHKax— caMii,ax c mcxojjhom Maccofr 
250-300 r, KaKflan rpynna cojo;ep5KaJia 2 4 tobothhx • Bee coeflMHeHMH 
Mccjie^yeMoro pajia (II-LII) bbouhjtm nepopajibHo b nwTbeBow soae m 
b Te^eHwe 3-x cytok b xi;o3ax 50 h 500 MKr/Kr. reKceHaji- 
rKmpoxjiopufl b flo3e 3 6 Mr/Kr MaccH raBOTHoro bbojp;mjih ^epe3 24 
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tiaca nocjie noaneflHero BBe^eHMH npenapaTa, 3a HCKjuo^eHweM Mmnew 
JTI4HMPI BALB/c*h75, KOTopbiM bbojotjim reKceHaji b no3e 60 mv/kv b Te 

3Ke CpOKW, H MOpCKHX CBMHOK f RJIR KOTOpblX fl03a TeKCeHaJia 

cocTaBjiHjra 30 mk/ kp . fljiMTejibHocTb TC onpenejixim b MMHyTax. 
5 B TaCrome 19 npescTaBjieHH .uaHHHie h 3mg He hh h juiwTejibHocTM 

reKceHaJiOBoro CHa (TC) y Mumen pa3JiH^Htix jiMHHii, rnOpujiOB BDF1 m 
CBF1, a Taiofce mopckmx cbuhok xior bjihhhhgm coeflMHeHMM o5mew 
$opMyjm (I) . IIoKasaHo, ^to coewHeHMH cHH^caioT jijikit ejib ho c t l> TC y 
noHonuTHtix echbothlix ksk b fl03e 50, tsk m 500 mkp/ kp . 

10 

TafijiMua 19 

M3MeHeHMe xuiPiTejiBHocTM reKceHanoBoro CHa y ^mbothlix 
noA BjiMHHPieM HccjiejiyeMLix coejXMHeHMM 







fljiMTejiLHocTb reKceHaJiOBoro CHa (mpih) 


CoeflMHeHMe 


PKHBOTHblG 


KOHTpOJIb 


fl03bl COeflMHeHMfl 








50 MKr/Kr 


500 MKr/Kr 


XLIV 


BALB/c*h75 


29, 16±5, 68 


26,50+3,49 


16,72+1,27*** 


XLIV 


CBA 


21, 88+1, 34 


17, 98+1, 66* 


16,13+1,86** 


XLIV 


BDF1 


23, 78±0, 78 




20,33+0,59* 


XLIV 


MOpCKMe 
CBMHKM 


24,76+3,23 


13, 48±1, 02* 




XXXIII 


CBF1 


25,91+1,57 




19,82±2,12* 


XLVIII 


CBF1 


25,91±1,57 


16,27+1,26** 


20, 91+1, 48* 


XLIX 


CBF1 


25,91+1,57 


19,68+2,04** 




III 


To ace 


TO 7KQ 


19,61+2,69** 


22, 02±1, 45* 


II 


To ace 


To ace 




21,72±1,24* 


IV 


To ace 


To ace 


20, 39±1, 59* 




XI 


To ace 


To ace 




17,71±0,66*** 


VII 


To ace 


To ace 


17, 62±0, 96* 


16, 99+1, 33* 


IX 


To ace 


To ace 


16,71+0,94** 


20,76±1,32 
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To ace 


To ace 


16, 91±1,28** 


13,21±0,70*** 


XXXI 


To ace 


To ace 


12, 59±0 f 88*** 


12, 61±l r 45*** 


X 


To ace 


To ace 


13,37+1, 78*** 


12, 01±1,23*** 


XII 


To ace 


To ace 


19,74+1,94* 


17, 12±1, 90** 


VI 


TO ace 


To ace 


16 f 86±1, 38*** 


14,39+1,73*** 


LII 


To ace 


To ace 


21, 14±1,39 





* - AOCTOBepHocTb pa3JiM^iMi4 no oTHouieHi4io k KOHTpojibHOM rpynne . 

* - p<0,05; ** - p<0,01; *** - p<0,001 

5 ripn M3yMeHMM M3MeHeHMH fljiMTenbHocTH TC nojx BjiMHHneM Bcex 

ocTajibHbix coejiMHeHMM o6men $opMyjibi (I) Ha Mumax CBF1 noKa3aHo, 
uto BemecTBa cHM^caioT xuiMTejibHOCTb TC ot 13% no 54%, no cpaBHeHMio 

C KOHTpOJieM. 

TaKMM o6pa30M, Bee wccjie.n;oBaHHLie coeflMHeHMH yMeHbinasoT 
10 xcjiMTeJTbHocTb rGKceHajioBo ro CHa, ^to CBMHeTejibCTByeT 06 MHXtyKU,Mi4 
mmm cwcTeMbi u,HToxpoMa P-4 50 ne^eHM. 

E. I43MeHeHMe cojiep^aHMH t epMPiHa Jib hom oKcwjia3u vl uMToxpoMa b 5 
nofl BJiMHHMeM coeflMHeHMM oSmefr $opMyjie (I) 

15 M3MeHeHwe coctohhmh MOHooKCMreHa3HOM cmctgmh ne^eHM M3y^aJlM 

Ha GecnopocHHX mopckmx cBHHKax-caMuax c hcxohhom Maccoi4 250-300 
r, Kaaman rpynna BKJBOHajia 12 pkhbothlix. MccjieflyeMoe coeflMHeHwe 
III m OeHoOapOHTaji (OB) bbohhjih TpexKpaTHO 3a 72, 48 m 24 qaca 
AO npoBexceHMH MccJieja,OBaHHH MOHOOKCHreHa3HOH CMCTeMbi. Coflep^caHMe 

20 umtoxpomob P-450 vl b 5 M3MepHjiM no MeTojiy [Omura T., Sato R./The 
monooxide binding pigment of liver microsomes. 11. 
Solubilization, purification and properties,// J.Chem. -1964 .- 
vol. 239. -pp. 2379-2385.] b MWKpo coMajib hom $paKUi4M ne^ieHM, 
BbmejieHHOM MeTO^OM oi$4»epeHUHajibHoro ueHTpM^yriipoBaHMH [Ahokas 

25 J . , Pelkonen 0.,Karkin N . /Characterisation of BP-hydroxylase of 
Trout-liver.// Cancer res. -1977.- vol. 37. -pp. 3737-3743]. ftn* 
onpesejieHMH rpynn uwroxpoMOB P-450B h P-450JI Picnojib30BaJiH 

npMOpMTeTHUM MGTOJI [I430TOB M.B., HlepCaKOB B.M., - fleBM^eHCKMM 

B.M. vl jxp* / CnocoC onpejiejieHMH cojiep^aHMH H30$epMeHT0B 
30 UMToxpoMa P-450 b MMKpocoMax ne^eHM.// A.C. N* 1488738 .-B.M.- 
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1989. -N* 3.-6.06,09, MKM, 01.- V 33/15, » 33/48.]. CoaepaeaHKe 
MMKpocoMajibHoro CejiKa onpecejinjiM MOflM^MuwpoBaHHHM MeTojiOM JIoypM 
[Hartree E. /Determination of protein: a modification of the 
Lowry method, that gives a linear photometric respones . //Ann. 
Biochem. -1972 vol. 48. -pp. 422-427]. 

Pe3yjibTaTbi, npescTaBjieHHbie b TaOJinue 2 0 cBWieTejibCTByiOT, 

MTO y MOpCKMX CBMHOK, npeflOOpaCOTaHHblX MCCJieflOBaHHHM coe^MHeHMeM 

m OB, flocTOBepHo noBHiuaeTCH oSmee coaep^caHMe umtoxpomob P-4 50 m 
b 5 b neueHM. Ilpw dtom y ^hbothhix rpynn 2 m 3 oTMe^ajrocb 
jlocTOBepHoe yBejiM^teHHe KOJiM^ecTBa umtoxpomob P-450B, a y 
5KX4BOTHLIX , nojiy^aBiiiHx H3y^aeMoe coeflMHeHMe o6meft 4>opMyjiH (I), 

TaK^CG COOTHOUieHMH UMTOXpOMOB P-450B K P-450J1 M COOTHOIUeHMH 

UMTOXpOMOB B 5 M P- 450. 

BbiHBJieHo , qTo TecTupyeMbie coeflHHeHMe M3MeHHeT cucTeMy 
UKTOxpoMa P-450 ne^eHM nonobHo OB, oEHaico MMeeT cbom 
ocoOeHHocTM, TaKPte KaK noBbniieHMe coothouighmh umtoxpomob P- 
450B/P-450J1 m UMTOxpoMa b 5 k P-450. 

Ta6jiMua 20 

Pl3MeHeHne coctohhmh cncTeMH uMTOxpoMa P-4 50 ne^eHM 
noxj BJiMHHMeM MccjieflyeMtix coe^MHeHMK 



TpynnLi 

yKMBOTHblX 

noKa3aTejin 


KOHTpOJIb 
1 


OeHoGapGHTaji 
2 


CoeflMHeHwe 
3 


UMTOXpOM B b 

hmo jib / Mr 6ejiKa 


0, 61±0, 02 


1,21+0,10* 


1, 00±0, 03* 


UMTOXpOM P-4 50 

hmo Jit> / Mr OejiKa 


0, 82±0, 07 


1, 50±0, 09* 


1, 03+0, 03 


UMTOXpOMbI P-4 50B 
hmo jib / Mr 6ejiKa 


0, 43±0, 03 


0, 76+0, 08* 


0, 72±0, 02* 


P-450B/P-450JI 


1, 10 


1, 02 


2, 32** 


Bs/P-450 


0, 82 


0, 81 


0, 97* 
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* - p <0,05; **- p<0,01 - BOCTOBepHocTb pa3JTO^HM no oTHonieHMH k 
KOHTpojifcHOM rpynne . 



5 riPWMEP 3 4 

M3MEHEHME rOPMOHAJIbHOrO CTATYCA TOBOTHHX I10H BJDWHMEM COEflMHEHMM 

OEmEM cDOPMyjIH (I) 

io MccJie,aoBaHMH npoBOjxPuiM Ha OecnopojxHMx mopckhx cBMHKax- 

caMuax c wcxoahom Maccon 250-300 r, b Kaamofi rpynne McnojTt30BajiM 
no 12 5KMBOTHLIX. CeHCPi6MJiM3amiio ^cHBOTHfcix ocymecTBjiHjiH KaK onwcaHo 
b npHMepe 27. KpoBb ejih onpeaejieHMK ropMOHOB y skmbothhx oTOwpajin 
no Ha^ajia sKcnepmeHTa vl uepe3 18 ^acoB nocjie noanejSHero 

15 BBejieHM^ npenapa-ra c 10 no 11 qacoB. BemecTBo bbootuim 

CeHCHOMJIH3HpOBaHHbIM M MHTaKTHHM 204B0THbIM B n03B 50 MKI 1 / Kr 

TpexKpaTHo nepopaJibHo 3a 72, 48 m 18 qacoB no noBTopHoro b3Htmh 
kpobm. CpaBHMTejibHbiM aHajiM3 M3MeHeHHH ropMOHajibHoro CTaTyca 

npOBOflMJIM no MHflMBMXyaJIbHbEM M3MeHeHMHM y KaaCflOTO JKMBOTHOrO B 

20 rpynne. B TaOJinue 21 npMBetfeHbi cpeEHHe 3Ha^eHM« noKa3aTejiefr no 
rpynnaM, BbrpaaceHHtie b HMOJib/ji. 

Coflep^caHMe ropMOHOB nporecTepoHa, 17-oKcnnporecTepoHa, 11- 
Ae30KCMKopTM30Jia vl KopTM30Jia b cuBopoTKe KpoBM OnpeXteJIHJIH 
paflMOMMMyHOJiorpi^ecKMM mgtoaom c Hcnojib30BaHneM HaOopoB fywpuH. 
25 «EeJiopnc» . KoHueHTpauM^ ropMOHa b npoGax onpe^ejiHJiacb no rpa$MKy 
3aBHCMMocTM aKTMBHocTM ocaTOeHHoro cBHsaHHoro Me^eHHoro ropMOHa 
ot KOHueHTpauwM ropMOHa b KajiHGpoBO^Hbix npoOax . 

Pe3yjibTaTH 3KcnepnMeHTa npe^CTaBjieHM b Ta6jiMue 21. BBejieHMe 

COeflHHeHPIH XLIV MHTaKTHblM /KMBOTHUM npHBOJJHJIO K ROCTOBepHOMy 

30 noBbmieHMio KOJiM^ecTBa CBoSojuioro KopTM30Jia ( F) , ero 

npecmecTBeHHMKOB oKCunporecTepoHa (17-OH-P) m jie30KCMKopTM30Jia 
m , OTMe^ajiacb TeH^eHUHH k yBejin^eHmo coBep^aHMH nporecTepoHa 

(P) . y CeHCH5KJTH3MpOBaHHbIX MOpCKMX CBHHOK BblHBJieHO flOCTOBepHOe 

yMeHbiueHMe KOJiw^ecTBa F vl 17-OH-P vl t oan e hum h k cHjraeHHio P b 

35 CHBOpOTKe KpOBM . y CeHCM6MJlM3MpOBaHHHX 5KMBOTHtIX f KOTOpLIM BBOJJMJIM 

coextMHeHwe, oTMeqajiacb HopMajH43amia cotfepaeaHMH F w 
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He30KCMKOpTM30Jia B CHBOpOTKB KpOBM M flOCTOBepHOe yBejiM^eHMe 

KOJiM^ecTBa P m 17-OH-P. 

IIpH BBefleHMM 3KCrtepMMeHTaJIbHbIM ^MBOTHUM, KaK MHT aKTHHM , TaK 
M CeHCM0MJIM3MpOBaHHbIM, COeflMHeHMH III OTMe^aJIHCb aHajiom^HHe 

5 M3MeHeHHH ropMOHajibHoro CTaTyca. 

TaSjiMua 21 

H3MeHeHKe COJiep^CaHMH ropMOHOB B CblBOpOTKe KpOBM 

noxi; BjiM^iHMeM nccjiejiyeMbix coewHeHMM 



rpynnLi 




C e h cm 6m Jim 3 auiiH 




3KMBOTHLIX 


CeHCM6MJIM3aUHH 


+ 

coeflMHeHMe 


CoeflMHeHMe 

50 MKT / Kr 


noKa3aTejiM 




50 MKr/icr ! 




KOHTpOJIb 


3079, 1 


1910,3 


1474, 5 


KopTH30JI 








OnfcIT 


2157, 7* 


1997, 0 


1891, 5* 


KOHTpOJIb 


3, 91 


1, 73 


2,53 


IIporecTepoH 








OnbiT 


3,20 


5, 08** 


2, 87 


KOHTpOJIb 


2, 95 


1,79 


2, 83 


OKcwnporecTepoH 








OnbiT 


1, 93* 


2,31* 


3, 88* 


KOHTpOJIb 


21, 58 


28, 9 


20, 8 


fle3OKCHK0pTM30JI 








OnbiT 


20, 91 


33, 5 


30, 95* 



10 

KojIM^eCTBO ropMOHOB B KpOBM paCC^JMTLIBaJIM B HMOJIb/jI. 

* ~ flOCTOBepHOCTb pa3JIM^iMM BbTiMCJIHJIM no OTHOIIIGHMK) K 

HHCMBM^yajibHOMy KOHTpojiio. * - p<0,05; *** - p<0,001 
15 riPMMEP 35 

BJIUKHPIE COEflMHEHMM OEHtEM OOPMYJIH (I) HA METAE0JTO3M [C 14 ]- 
APAXMflOHOHOBOM KMCJIOTH B rOM O FE HAT E JIEFO^HOM TKAHM 
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MccjieaoBaHMH npoBOAMJiM Ha MHmax - c aMKax jimhhkt CBA, 

HaXOflMBUIMXCH Ha CTaHXtapTHOM paUMOHe BMBapMH. BlBOTHHM BBOflHJIM 

coeflMHeHMe b «03e 50 mkt/kt vl <£>eHo6ap6MTaJi b fl03e 80 mv/kv b 
Te^eHMe Tpex ^Hefi. 3aTeM xhbothhix 3a0nBajin, m 3 bji e Ka jih jierrae, 

5 3aMOpa2KMBaJIKT MX B ?KMflKOM a30Te, r OMO r e HM 3MpO B a JIM B CTeKJIKHHOM 

roMoreHM3aTope cfnpMbi «Wheaton» (CmA) npn + 4°C b 10 oGteMax 0,05 
M Tpuc-HCl 5y$epa. Ajihkboth (0,5 mji) cynepHaTaHTa HHKydnpoBajiH c 
0,5 mkKio [ 1-C 14 ] -apaxMflOHOBoii khcjioth ([C 14 ]-AK), «Amersham», 
AHrjiMH; yjxejibHan aKTMBHocTL 50-60 MKio/MMOJibb) npn + 37°C b 

10 Te^eHMe 30 mmh. 3KCTpaKU,roo HeMeTa6oJiM3MpoBaHHOM [C 14 ]-AK vl 
npo^yKTOB ee MeTa6ojiM3Ma ocymecTBjiHJiM b 2 0 oO'beMax cMecw 
xjiopo$opMa m MeTaHOJia (1:1) , npvL 3$$gktmbhoctm 3KCTpaKUMPi He 
MeHee 90%, oneHeHHOM c noMomtio [C 14 ]-nrF 2 u. Pa3«ejieHHe vl 
pija;eHTM$MKaupiio [C 14 ]-AK m ee MeTaGojiMTOB ocymecTBJiHJiH npn noMomw 

15 tohkocjiomhom xpoMaTo rpa$MH (njiacTMHLi Kieselgel 60 $Mpm «Merck», 
repMaHM^) , c wcnojiL30BaHMeM opraHM^ecKow $a3ti cMCTeMu 
pacTBopHTejien (3THJiaiJ,eTaT : M300KTaH : yKcycHan KnanoTa : Bona - 
110:50:20:100) vl Me^eHHLix cTaH^apTOB . ABTopaflMoxpoMaTorpaMMH, 
nojiyMeHHLie Ha peHTreHOBCKOM njieHKe X-Omat AR («Kodak», cmA) vl HS 

20 11 («ORWO», FepMaHHH ) , fleHCMTOMeTppipoBajiM Ha aeHcwcKaHe KS 3 
(«Kipp and Zonnen», ToJiJiaHjiMH) . Ko jim^i e c t b eHHbiM aHaJiH3 oT,n;ejibHbix 
siiKosaHOMxtoB npoBe,aeH c noMombio pajiMOMeTpMM $paKunii, nojiy^eHHHx 

BtIC0K03$$eKTMBH0H ^CMXCKOCTHOM XpOMaTO rpa$MeM ( HPLC- CMCTeMa fyVLpMhl 

«Gilson», OpaHUMH; KOJiOHKa ZORBAX C8 $MpMbi «Du Pont», CmA) n 
25 3JiK)MpoB aHMeM riHTeH Ha TCX-njiacTMHKax . 

Pe3yjitTaTLi 3KcnepMMeHTa npe^CTaBjieHK b Ta6jiMU,e 22. 
BbiHBJieHo, ^to MccjieflOBaHHoe coewHeHMe cTHMyjinpyeT o0pa3OBaHiie 
UMKJiooKCMreHa3Hbix MeTa6ojiMTOB AK, a MMeHHo yBejin^MBaeT cnHTe3 
npocTarjiaHflHHa E 2 (nrE 2 ) , 6-KeTo-nrFia, nrF 2 a, m jiMnoKcwreHa3HHK 

30 nyTb MeTa6ojiM3Ma AK - noBtmiaeT o6pa30BaHMe 5-HETE vl HHT . EEpn 
3TOM HaGjuocaeTCH CHmeHMe MeTa6ojiM3Ma AK b cMCTeMe iwToxpoMa P- 
450 - 12-HETE vl 15-HETE. Cjie^yeT otmgtmtei , ^to M3MeHeHMe npo$Mjia 
M6Ta6oJiMTOB AK y ecmbothlix, npeflo6pa6oTaHHbix o^hmm vl3 coeflUHeHMM 
oDmen $opMyjibi (I), cxoaho c TeM, KOTopoe BUHBJieHo y ^cmbothmx, 

35 noJiy^aBinMx <X>eHo0ap6nTaji - M3BecTHbM mh^yktop cwcTeMbi uwToxpoMa 
P-450. 
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TaOJiMua 22 



BjIHHHMe COeflMHeHMH III Ha MeTaCOJIH3M apaXMflOHOBOM KMCJIOTM 



rpynnu 

a>paKiWM 


KoHTpOJIb 
1 


OeHoSapGw- 
Taji 
2 


KOHTpOJIfa 

3 


CoenHHeHMe 
4 


% KOHBepCMM AK 


<X>OC(j)0.niinHHbI 


8, 17±0, 33 


8, 18±0, 21 


7, 65±1, 65 


7, 41±0, 25 


6-KeTO-nrF a <x 


4, 83±0, 47 


4,12±0,12 


6, 80±0, 56 


7,95±0,28 


nrF 2 a 


6, 27±0, 18 


7, 91±0, 08 


6, 40±0, 50 


8, 05±0, 15 


TXB 2 


4, 10±0, 20 


6,21±0, 18 


5, 10±0, 30 


5, 76±0, 24 


nrE 2 


2, 47±0, 20 


3, 82±0, 14 


2, 40±0, 11 


3, 07±0, 11 


5-HETE+HHT 


10, 07±0, 18 


10, 5±0,26 


10, 80±0, 31 


13, 64+0, 26 


12-, 15-HETE 


34, 80±0, 35 


27, 1±0, 11 


38,55±0,78 


23, 82±0, 82 


HeMeTa5oJiM3M- 
poBaHHaa AA 


19, 97±0,26 


14,510,28 


2, 85±0, 15 


15,32±1, 56 



nPMMEP 3 6 

M3MEHEHME AHTKTEH- 3ABMCPMOM CEKPELJPM mCTAMMHA FEE PMT OHE AJIb HHMJ4 
10 TYHHLIMM KJ1ETKAMJ4 CEHCMBMJIM3I4POBAHHHX KPHC IlOfl BJIMHHMEM 

COEflMHEHM OEmEM OOPMYJIH (I) 

CeHCM6MJIM3am4KD KptlC-CaMUOB BMCTap t C HCXOJIHOM MaCCOM 2 00- 

250r, npoBoxiHJiM no MeTO^y [Guschin I.S., Voitenko V.G., Sviridov 
15 B.D. et al./A polyf unctional molecule produce by the conjugation 
of synthetic po 1 y ion immuno stimulant with specific antigen and an 
inhibitor of mast cell activation. Effects on histamine 
release.// Agents and Actions . -1989 . -vol. 27.- S.-pp. 75-78]. 
Ha 14-m fleHb ceHcn6miH3am<rH y ^khbothmx no CTaHflapTHOM MeTOflMKe 
20 [Fredholm B.B., Gyschin I.S., Flwin K. et al./ Cyclic AMP- 
independ inhibition by papaverine of histamine release induced 
by compound 48/80 . //Biochem. Pharmacol . -197 6 . -vol . 25. -pp. 1583- 
1588.] BfeinejiHJiii KJieTo^Hyro BSBecb M3 GpioinHOM nojiocTM, onpeflejiHJin 
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cnoHTaHHyio n CTMMyjinpoBaHHyio KypMHHM oBajibSyMHHOM (OBA) ceKpemuo 
rwcTaMMHa ty^hhmm KJieTKaMW (TK) , a Taioice coflepaeaKHe rwcTaMKiHa b 

TK KOHTpOJIbHHX VL OnblTHMX 2KP1BO THblX • KjieTO^EHyiO B3BeCb B KOJIH^eCTBe 

2 mji, cosep^amyio 0,1-0,2 x 10 6 TK/mji MHicy £3 up o b a jim b npMcyTCTBMPi 
2 00 mki / mji OBA. CeKpeumo rncTaMMHa BHrpa^KaJiM b npoueHTax k ero 
oOmeMy co^ep^caHMio. KoJiM^ecTBo rwcTaMWHa b oOpa3uax onpesejifljin 
cneKTpo^jiyopHMeTpM^ecKPi [Short P. A., Burkhalter A. , Cohn V.N./ A 
method for fluometric assay of histamine in tissues.// 
J.Pharmacol., exp . Ther.- 1959. -vol. 127. -pp. 182-186.] 

MccjiesyeMHe coejxuHeHHH bboemjim skhbothhm BHy»rpM6pioinHHHo no 
cjiejiyiomeM cxeMe - b Te^eHMe 3-x jxnevi nepea nccjie.n;oBaHHeM TK: 
HCCJie^yeMoe coej^MHeHiie - b no3e 50 mkt/ kp (2 rpynna) , CynpacTMH 
- b fl03e 1000 mkv/kv (3 rpynna) . 3KnBOTHbie kohtpojibhom rpynnti 
nojry^ajiH BHyTpMCpioniHHHo $i43mojio ri^He ckmm pacTBop (1 rpynna) . B 
Ka*moM rpynne HcnoJib30BajiH no 10 ^chbothhix. 

Pe3yjibTaTbi MccjiextoBaHHH npejicTaBjieHbi b TaOJinue 23. 
noica3aHo, hto BBefleHMe coe«MHeHM« XLV oSmen $opMyjibi (1) 
KocTOBepHo cHKDKaeT aHTMreH-3aBMci4Myio ceKpeuMio rwcTaMMHa TK. npw 
3tom oTMe^eHo flocTOBepHoe noBbnneHMe cnoHTaHHow ceKpeunw 
rMCTaMMHa TK. flaHHue M3MeHeHMe npoHexoEHT Ha $OHe CHM^eHMH 

KOJIH^eCTBa TMCTaMMHa B TK CeHCM6MJTH3MpOBaHHHX !)KHBOTHfcIX, 

nojiy^aBniHx ojj.ho M3 Mccjie^oBaHHUx coeflKHeHMM, 

TaGJiMua 23 

M3MeHeHMe ceKpeuKiM rwcTaMMHa Ty^HbiMW KjieTKaM ceHCH6wjiw3itfpoBaHHLix 

KpbIC TIOJX BJIHHHHeM COeflUHeHMH XLV 



IIoKa3aTeJiM 


B03fleHCTBHe 


KOHTpOJIb 

1 


CoejiMHeHMe 
2 


CynpacTMH 
3 


CnoHTaHHaa 
ceKpeuMJi, % 


5,24 


9, 63* 1 ' 3 


5, 62 


CTMMyjIMpOB aHHafl 

ceKpeuHfl, % 


7, 16 


2,32* x ' 3 


7, 02 


Co«epacaHMe 
mcTaMMHa, MKr/10 6 
TK 


25, 62 


16, 90* 1 


16, 24* 1 
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* - p < 0,05 - flocTOBepHocTb pa3JiM^HM. CTaTMCTM^ecKan oGpaOoTKa 
c npMMeHeHMeM KpwTepM^ Kcw-KBaspaT. 

nPMMEP 37 

BJIMHHME COEflMHEHMM OEmEft OOPMYJIH (I) HA 0EPA30BAHME AKTMBHHX 
<X>OPM KMCJIOPOflA B MOflEJIbHHX CMCTEMAX 

M3y^ajiocb BjiMKHMe coeroiHeHMii oOmew $opMyjiu (I) Ha M3MeHeHwe 
xeMMJixjMMHecueHUMM (XJI) , oQycjiOBJieHHOM o6pa30BaHMeM 

rMflpoKCKiJiBHoro pa^MKajia ("OH) m cynepoKCMjjHoro aHMOH-pa^MKajia 

(O2-) / B MOJjeJIfeHHIX XMMM^eCKMX VL $epMeHTaTMBHbIX CHCTeMaX • 

AKTMBHue $opmh KMCJiopojja (AOK) pa3JTMtjHOM npMpo^M 
reHepnpoBajiM b cjie«yioiuMx CHCTeMax: 

A. rHflpOKCMJIBHHH pa»lKaJI - B CMeCM FeS0 4 c H 2 0 2 (peaKTMB 
OeHTOHa) [Halliwell B. / Superoxide-dependent formation of 
hydroxyl radicals in the presence of iron salts.// FEBS Lett.- 
1978.- vol, 96.- pp. 238-241]. 

HHKyGaLXMOHHan cpe^a cocronjia M3 5 mM KH2PO4 (pH 7,4); 5 mM 
FeS0 4 ; 2 mM juoMMHOjia . H 2 0 2 b KOHe^Hoi* KOHueHTpauHM 5 mM bboemjim b 
KioBeTy ^epe3 flMcneHflep nocjie toto, KaK Gtuio 3aperncTpHpoBaHo 
$OHOBoe CBe^eHMe CMecw peareHTOB. MccjieuyeMHe coeaMHeHMH, 

paCTBOpeHHHe B BOUe, B He06X0XtMM0M KOHUeHTpaUMM BHOCMJTM B KJOBeTy 

b o6*beMe 5-10 mkji. OOmHM oO^eM npoSbi cocTaBJiHJi 0,5 mji. 

B. CynepoKCMflHHM aHMOH - paflMKaji - b CMecw KcaHTHHa h 
KcaHTMHOKCM«a3bi [Afanasev I., Suslova T., Cheremisina Z. et al . 
/ Study of antioxidant properties of metal aspartates.// 
Analyst.- 1995.- vol. 120.- pp. 859-862] 

MHKyOauMOHHaH cpe.ua coaep^cajia cjieuyiomne nHrpeflneHTu: 5 mM 

KH 2 P0 4 ; 0,2 ME/MJI KCaHTMHOKCMfla3H. KcaHTHH B KOHUeHTpaUMM 1 MM 

BBoxtiuiii b npo6y ^jepe3 flncneHflep. B Ka^ecTBe ceHcn6min3aTopa 
cBe^eHMH b xcaHHofi cwcTeMe Hcnojib30BajiH juoiwreHMH (0,2 mM) . 
PlccjiextyeMMe BemecTBa bboamjim aHajior^niHo tow KaK npn 
MccjieflOBaHMw rwflpoKcpiJibHoro pajWKaJia . 

B npe^BapMTejibHtix MccjieuoBaHwax 6hjio noKa3aHO, ^ito 
coexiMHeHHH o6mew $opMyjibi (I) He bjtmhidt Ha aKTMBHOCTb 

KCaHTHHOKCMJiaSbl . 
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M3MepeHMe XJI oniicaHHHX cuctgm npoBoroiJiH npw 25°C b peaaiMe 
nyjibcoBoro (b momsht BBejieHM^ peareHTOB ^epe3 jiHcneHjjep) 
nepeMeiuKBaHMH . MHflMKauMH cnrHajia XJI ocymecTBjiHJiacb nyTeM ero 
MHTerpwpoBaHMH KaTOHie 10 ceK. b Te^eHMe 5 muh. fljiMTejibHOCTb 
5 perwcTpauMM BcnnniKM XJI nocjne cmghimb shm h HHrpejmeHTOB 3aBMcejia ot 
KMHeTMKM KOHKpeTHoro npouecca . flJia Kazmow. cwcTeMH onpesejiajiH 
CBeTocyMMy XJI (mB) b kohtpojibhlix npoGax Ce3 npenapaTOB (I-) m b 
npoGax b npMcyTCTBMM cooTBeTCTByiomMx KOHueHTpauMM npenapaTOB 

(1+) . flJIK OUeHKM CTeneHH WHrwOlipOBaHMH (aKTHBaUHM) XJI B 
10 M3y^eHHHX CMCTeMaX HaXOJXMJIM OTHOineHMe I + /I- (OTHOCMTeJIbHfeie 

06pa3OBaHne A$K vl BjiHHHHe Ha dtot npouecc MccjiecyeMbix 
coeflMHeHMM perMCTpMpoBajiM Ha npnOope Luminoiueter-1251 (LKB, 
IflBeu,M^) . 

15 

A. BjiPiHHwe coeflMHeHMM odmew $opMyjiti (I) Ha oSpa30BaHMe 
rHBpoKCMjibHoro paflMKajia b peaKTMBe QeHTOHa 

ripn BBeaeHMM H 2 0 2 b $oc$aTHHM ©y$ep, coaep^aimiii cyjib$aT 
20 acejie3a, B03HHKajia BcnbmiKa XJI, KOTopan Sbuia oOycJioBjieHa 
o6pa30BaHweM b peaKUMOHHOH cMecw npeMMymecTBeHHo rMflpoKcmibHoro 
paflKKajia . BcnbnnKa HocHJia KpaTKOBpeMSHHLiM xapaKTep, mskcmmym 
MHTeHCMBHocTM flocTHrajiCH Ha 10-w ceKyHfle m b Te^eHMe cjiejiyiomMX 
10-20 ceKyHja cBeqeHMe racjio m noKa3aTejiM XJI yMeHbniajincb so 

25 $OHOBLIX 3Ha^eHMM. 

B TaOJiMue 24 npejjCTaBJieHbi saHHbie wccjieflOBaHMH asiictbpih 
coecMHeHMH Ha reHepauwio rHEpoKCHJibHoro pajinicajia b peaKTMBe 
d>eHTOHa. Pe3yjibTaTbi noKa3MBaioT , ^to PiccjienoBaHHHe coenMHeHMH 
MHrMdwpyioT o6pa30BaHne rwflpoKCMJibHoro paflmcajia b M3yqeHHOM 

30 CMCTeMe . 



35 
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TaCjiMua 24 

BJiMKHMe coeflMHeHHii cJopMyjiu (I) Ha o0pa3OBaHne rwApoKCMJibHoro 

pa^MKajia 

5 



CoeawHeHMe 


PlHTeHCWBHOCTb XeMMJIK3MHHMCUeHU,HM (mB) +CJ n -l 

KOHD,eHTpaiJ,M« McntiTyeMtix coejiMHeHHM 




ImM 


0,1 mM 


0, OImM 


1 mkM 


KOHTpOJIb 


7839±171 


XLIV 


2197±311 
0,28(*) 


4625±393 
0,59 


6444±267 
0,83 


7747±259 
1,0 


XLV 


1295+18 
0,16 


5800+247 
0,74 S 


7443+285 
0,95 


7666±101 
1,0 


KOHTpOJIb 


1120+163 


III 


164±14 
0. 15 


719±71 
0. 54 


972±7 9 
0. 87 


1100±84 
0.98 


XI 


557+52 
0,50 




1124+113 


1116+90 


VII 


165+7 
0,15 


1158+102 






IX 


225+9 
0,20 


664+47 
0,59 


1069+72 
0,95 




II 


175+21 
0,16 


693±42 
0,62 


772+44 
0,69 


961±42 
0,86 


KOHTpOJIb 


4974±283 


XII 


189±13 
0,04 


57 5±69 
0,22 


2829+184 
0,58 


4438±285 
0,89 


VI 


257+74 
0,05 


3110±210 
0,63 


5014+186 




XXI 


228+72 
0,05 


3265+184 
0. 66 


4036+186 
0.81 
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XIX 


62 6±56 
0.13 


3377±222 
0. 68 


3846±184 
0. 77 


4909±269 


XX 


536±124 
0.11 


40181201 
0.81 


4205+234 
0. 85 




KOHTpOJIb 


1332+172 


XII a 


615±81 
0. 46 


124 6±7 9 
0. 94 







(*) - oTHocMTejibHbM 3$$eKT: I + rse 1+ - mhtghcmbhoctl XJI 

(mB) b npiicyTCTBMM BemecTBa; I- - hhtghchbhoctb XJI b aHajiorpi^Hoii 
npo6e 6e3 wcnHTyeMoro BemecTBa. 

B. BjiHHHMe coe^MHeHMfi o6mefi $opMyjita: (I) Ha o6pa30BaHMe 
cynepoKCMSHoro aHMOH-paaMKajia b cHCTeMe KcaHTHH-KcaHTMHOKCH«a3a 

BBeneHMe KcaHTMHa b cpesy, coaep^Kamyio KcaHTMHOKCMfla3y m 
jnouereHKEH, npwBOflMjio k bo3hmkhobghmk) BcnumKM XJI, KOTopan 
jlocTwrajia MaKCMMyMa 3a 3-5 mmhyt, nocjie ^ero b M3yqaeMOM cncTeMe 
HaHMHajiocb o^eHb MejuieHHoe yMeHbmeHMe mhtbhcmbhocth 
xeMMJiioMMHPicueHUMii . flo6aBjieHMe MccjiesyeMHx coejctMHeHHii b cMecb 
KcaHTMH-KcaHTJiHOKCPija;a3H npMHUHroiajTbHo He mshhjio $opMy kpmbom XJI- 

OTBeTa, BapbHpOBaJIMCb TOJIBKO 3Ha^eHMH MaKCMMaJIbHOM MHTeHCMBHOCTM 
XJI, BCJieflCTBMe TaKOPl «paCTHHyTOCTM» KMHeTM^eCKOM KpMBOM 

perMCTpHpoBajiacb cBeTocyMMa xeMMJio^roicueHixrai 3a nepBue 3-5 
MMHy t / KOTopan oTpa:acaJia cyMMapHoe KOJnraecTBo kbbhtob cBeTa, 

BHtpaOaTHBaeMblX B CMCTeMe no JJOCTTOKeHPlH MaKCHMaJIbHblX 3Ha^eHMM 

MHTeHCMBHocTM XJI. KaK BMjiHO VL3 npeacTaBJieHHHx juaHHHX (TaSjiwua 
25) MCCJiexiiOBaHHHe cosjxiihghmh o5jia^aioT cnocoOHocTbio ^ocTOBepHo 
HHm6npoBaTfc> o6pa30BaHne cynepoKCMflHoro aHMOH-paflMKajia . 
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Ta6jiwua 25 

BjiHHHMe Mccjie^yeMMx BemecTB Ha o5pa30BaHne 
cynepoKCMflHoro aHMOH-paflMKajia 

5 





MHTeHCHBHOCTb X eMUJlKJMMHM C 11 e HLI.MM (MB) +CT n _ 1 


CoenMHeHwe 
N' 


KOHUeHTpaUMfl CO eflMHeHHS 


n/n 


1 MM 


0,1 mM 


0, 01 MM 


1 mkM 


KOHTpOJIb 


5616±173 


III 


4027+683 
0. 72 


5670+379 






XI 


2263+278 
0. 40 


4621±224 
0. 82 






VII 


1114±51 
0.20 


4050±291 
0. 72 


5082±278 
0. 91 




KOHTpOJlb 


5391+195 


II 


3143±156 
0.58 


4753±89 
0. 88 


5229±140 
0.97 




KOHTpOJlb 


7290±128 


XII 


1926±33 
0.26 


4730±139 
0. 65 


6856±209 
0.94 




VI 


902+15 


5518±131 


7295±106 
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0. 12 


0. 76 






XXI 


4232+146 
0.58 


6460+166 
0.89 






KOHTpOJIb 


6776±150 


XII s 


1955+155 
0.29 


2188±172 
0.32 


5471±421 
0. 81 


6168±202 
0. 91 



(*) - oTHocwTejibHuii 3$$eKT: vne 1+ - pihtghcmbhoctb XJI 

(mB) b npwcyTCTBMM BemecTBa; I- - MHTeHCMBHocTt XJI b aHajiorpraHoii 
npoOe 6e3 wcnuTyeMoro BemecTBa. 

5 

Pe3yjibTaTH, npe,ucTaBJieHHHe b npwMepax 24-37 noKa3HBaiOT, mto 
coewHeHMfl oOiuen <£opMyjibi (I) o6jia«aiOT Bbipa:*ceHHOM 

aHTMrMnoKCMqecKOM, aHTMaJiJiepr^ecKoii h npoTMBOBOcnajiMTejibHOM 

aKTMBHOCTblO. 

10 



IIPMMEP 38 

15 W3YHEHME TEIIATOnPOTEKTOPHOM AKTHBHOCTM 

COEflMHEHMM OBmEM OOPMYJIH (I) 

MccjiecoBaHKe renaTonpoTeKTopHtix cbomctb coe^HeHMii 
npoBoamiH Ha MojjejiH cyOxpoHwqecKoro nopaaeeHUH ne^eHM (renaTMTa) 
^eTupexxjioppicTHM yrjieposoM. 

20 B 3KcnepMMeHTe ncnojib30BaHo 70 6ecnopo,HHHX Kpbic-caMOK c 

ncxojiHoii MaccoM 190-200 r, co^ep^caBinKXCH Ha CTaHflapTHOM pauMOHe 
BHBapnH ♦ miBOTHbie ObuiM pa3xi;ejieHbi Ha 7 rpynn (no 10 b KaayjOM) : 

1 rpynna - KOHTpojibHan, jkhbothlim b Te^eHne nepBtix ^eTbipex 
«HeH 3KcnepMMeHTa bbojwjim 0,2 mji Ba3ejiMHOBoro Macjia nojjKoacHo ; 
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2 rpynna - ^khbothlim b Te^eHMe nepBHX ^eTupex flHeitf bbocmjim 
nosicosKHO 50%-hhm pacTBop CC1 4 b Ba3eJiMHOBOM Macne M3 pac^eTa 0,1 
mji Ha 100 r Maccu: TeJia; 

3 rpynna - Ha $OHe BBexteHM« CC1 4 bbojxmjim JlerajiOH b 
5 KpaxMajibHOM rejie nepopaJibHo b Te^eHwe 8 flHeii b ao3e 30 mt/kp; 

4 vl 5 rpynnbi - aHajnorM^Ho 3 rpynne npuMeHHJiH coe^MHeHwe III 
b no3ax 50 m 500 mkv/kv cooTBeTCTBeHHO ; 

6 m 7 rpynnn - aHajiorimHO 3 rpynne McnoJiH30Bajiw coejanHeHHe 
XLIV b E03ax 50 h 500 mkt/kt cootbbtctbghho • 
10 MccjiecyeMue coeOTmeHHH w JlerajiOH skjibothhm bbojuuim 3a 1 ^ac 

jxo BBe^eHMH CCI4 • ^epes 2 4 qaca nocjie nocjieEHero BBe^eHM^ 
npenapaTOB ^mbothhx fleKanMTMpoBajM. 

TenaTonpoTeKTopHyio aKTMBHocTb MccjaejiyeMbix coejiMHeHMii 
oueHMB a jim no cjiejn;yiomHM noKa3aTeJiHM: 

15 1) B CHIBOpOTKe KpOBM t 

- aKTMBHocTt ajiaHMHais/&iHOTpaHC$epa3Hi (AJIT) vi 
acnapTaT aMMHo~TpaHC$epa33bi (ACT) ; 

- xojiecTepMH oOmwM (XC-o6mMM) ; 

- xojiecTepMH b cocTaBe jiwnonpoTeMHOB blicokom hjiothocth 
20 (XC-JIIIBII) ; 

- xojiecTepMH b cocTaBe jiwnonpoTeMHOB HM3KOM m o^eHb HM3Koii 

nJIOTHOCTM (XOJiriHn VL XC-JITIOHII, COOTBeTCTBeHHO) 

- TpwrjiMuepiiflH (TD ; 

- MajioHOBun jcuiajifeflerwx (MflA) ; 
25 2) b neyeHw: 

- jiMnMHHbiii cocTaB: $oc(i>oJiiinn«H (<DJI) , cbo6o«hhm xojiecTepMH 
(CXC) , TpMrjiMuepM.m>i (TD ; 

AKTMBHOCTb TpaHcaMWHas - AJIT 14 ACT, B CblBOpOTKe KpOBM 

30 oueHHBajiH oGnuenpMHHTHM MeTojaoM OpeHKejiH-PaMTMaHa [Jla6opaTopHue 

MeTo^H Mccjie^OBaHMH b KJiMHMKe . - nofl pefl. MeHbiMKOBa B . B . . - M. - 

MeflMUMHa.- 1969.- 302 c] • 

Coflep»:aHMe XC-o6mero b ctiBopoTKe kpobm onpecejinjiw no MeTOjiy 

MjiBKa [BpioxMMM^ecKiie MccjieflOBaHMH b KJiHHMKe . - noA- pe«. A. A. 
35 IIOKpoBCKoro.- M . - MeflMUMHa.- 1969,- c. 300-302]. KojiM^ecTBO XC- 

JiriBn M3MepHjiM b cynepHaTaHTe nocjie renapwH-MapraHueBoii 
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npeuMnMTauMM [Tmtob B.H., BpeHep E.fl./ XajiTaeB H.T., 3anoR A. A. , 
TBoporoBa M.P. / MeTofl m fluarHocTMMecKaa 3Ha^tMMOCTb wccjiecoBaHMH 

cojiep^caHHa xojiecTepwHa b a-jinnonpoTeHaax. // JIa6. .uejio.- 1979.- 
c. 36-41] MeTOflOM MjiBKa [BwoxHMM^ecKMe piccJiejxoBaHM^ b 

5 KJiMHMKe.- no**. pe«. A. A, noicpoBCKoro . - M. - MeswiWHa.- 1969.- c. 
300-302] . CcmepacaHPie XC-JIIIHn m XC-JHIOHEt pacc^HTLiB aJiH no $opMyjie 
[Friedwald W.T., Levy R.I., Fredrickson D.S. /Estimation of 
concentration of low-density lipoprotein cholesterol in plasma, 
without use of preparative ultracentrifuge . // Clin. Chem.- 

10 1972.- vol. 18.- pp. 499-502]: 

xc-Jinnn- xc-o6mn£i - (xc-Jiiran + tp/5), 
rne Tr/5 cooTBeTCTByeT coflepacaHPm b CHBopoTKe kpobm XC-JinOHn. 

RJLR OUeHKIl KOJIH^eCTBa TP B CHBOpOTKe KpOBM MCnOJIb 30BaJIM 

MeTojx [PoflHOHOBa Jl.n. /MoflM$HKamiH MeTOfla onpeflejieHMH coflepaeaHHH 
15 TpurjumepwioB b CHBopoTKe KpoBM . // JlaO . sejio.- 1980.- N* 5.- c. 
297-299] . 

Co,n;ep:>KaHne kohg^hlix npoflyKTOB I10J1 - MflA, b CLiBopoTKe KpOBM 
onpeflejiHJiH MeTOflOM [ [KopoOetoKOBa 3.H. / MoAPi$MKaunfl 
onpeaeJieHHH npoflyKTOB nepeKMCHoro oKcmieHMH jmnxmon b peaKm*n c 
20 TMoOapGMTypoBOH KMCJiOToii.// Jla6 . jiejio.- 1989.- N*7 . - c.8-10]. 
KoHueHTpauMio TBK-aKTMBHbix nposyKTOB pacc^MTHBaJiw c noMombio 
ypaBHeHHH perpeccwn: 

C = 0,21 + 0,26 fl, 
r«e C- KOHueHTpauwH TEK— aKTMBHHx npoflyKTOB (b hmojil, MflA Ha 1 mji 
25 cHBopoTKM) , - noKa3aTejn> fl535-fl58o (b e^MHimax onTwqecKOM 

njIOTHOCTH) . 

CyMMapHHe jmnvmu b ne^eHM 3KCTparMpoBajin MOflM^UMpoBaHHUM 
MeTOflOM <Dojraa [KewTc M. TexHHKa smimnoJiovviM . - M . - MMp . — 1975.- 
c. 74-7 6] . Kojiw^ecTBeHHoe cotfepacaHne jinnwxcHHx $paKii,HM oughmb a jim 

30 MeTOnOM TOHKOCJIOMHOM XpOMaTOrpa$MM (TCX) , I4CnOJIt»3yH CMCTeMy 

pacTBopMTejieM reKcaH^piSTKJioBbiw 3$wp : yKcycHaa KMCjioTa b 
cooTHomeHMM 80:20:2. 3oHbi wHfij/iBii.ayajibHLix jmimnnux $paKUHM 
onpejieji^JiM c noMombio 10%-ro cnnpTOBoro pacTBopa 

4>OC$OpHOMOJIM6jaeHOBOM KHCJIOTB1, KOTOpbie nOCJie 3JIK)MpOBaHMH 

35 aHajiM3MpoBaJiPi cneKTpo$oTOMeTpwqecKM npM 600 hm. 

CosepacaHHe M£[A b ne^eHM OTrpeneJifuin MeToaoM [CTajibHan Pl.fl., 
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rapMmBHJiM T.r. / MeTcn; onpesejiemiH MajioHOBoro EnaJibaeiwia c 
noMomtD TMo6ap6MTypoBoii khcjioth.// B kh: CoBpeMeHHtie MeTOflbl B 
Shoxhmhm . - M.- MeflMUMHa . - 1977.- c. 66-69].. Kojiw^ecTBO MflA 
pacc^MTHB ajiM f Hcnojib3yn BejiM^MHy MOJiapHoro K03$$MuweHTa 
3KCTMHUMM oKpameHHoro TpMMeTMHOBoro KOMiuieKca, o0pa3OBaHHoro MflA 
c flByMH MOJieKyjiaMH TBK: 

E= 1, 56 x 10 5 cm" 1 x M" 1 
Pe3yjibTaTH siccnepiiMeHTa cBwxeTejibCTByioT (Ta6Jinu,a 26) , ^to y 
3KMBOTHtix r o6pa6oTaHHLix CCl 4f oTMe^ajiacb BtrpaaceHHafl 

rpmep$epMeHTeMMH. BBeseHwe coe^HeHMM oOmeii cfcopMyjiti (I) 
conpoBoacjiaJiocfc HopMajiH3au.neft aKTHBHOCTH AJ1T m ACT b ctiBopoTKe 
KpoBM f npw^eM HaMGojibnian BLipa^ceHHocTb renaT03amnTHoro 3$$eKTa 
oTMe^aJiacb npn npMMeHeHHM BToporo BemecTBa. 

Ta6jinua 2 6 



BjIMHHHe COeflMHeHMM 06meM $OpMyjIH (I) Ha M3MeHeHMe aKTMBHOCTM 
TpaHCaMMHa3 B CblBOpOTKe KpOBH y 3KMBOTHHX 

c 3KcnepnMeHTajibHHiM renaTMTOM 



rpynnu 

3KWBOTHLIX 


CyTOMHaa B03a, 
Mr/Kr 


AJIT, 

HMO Jib / C . JI . 


ACT, 

HMOJIb / C . JI . 


KOHTpOJIb , 
MHTaKTHLie 




674±35 


554+27 


CC1 4 - 4 flHH 




789130* 


620+11* 


JlerajioH + CC1 4 


30, 0 


622+36** 


531122** 


CoeflMHeHMe III 
+ CC1 4 


0, 50 


609+42** 


522133** 


CoeHWHeraie III 
+ CCI4 


0, 05 


624131* 


478+26*** 


Coen-Hwe XLIV 
+ CCI4 


0, 50 


551128** 


475119*** 


Coeji-HMe XLIV 
+ CC1< 


0, 05 


599118*** 


470117*** 



* - flocroBepHocTb p a 3 jimmmh c jjamibiMW KOHTpoJibHOM rpynnti, 

* - p <0, 05. 
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*** _ socTOBepHocTb pa3Jin^Mii c flaHHHMM rpynnn 3KHBOTHBIX c 
SKcnepmeHTajibHUM renai-HTOM (CC1 4 ) . ** - p<0,01; *** - p<0,001. 

AHanpi3 nojiyqeHHHx jjaHHbix jTwnwxHoro cocTaBa chbopotkm kpobm 
5 3KcneppiMeHTajibHHx ^kmbothbix noKa3aji (TaOjiraja 27) , ^to TOKCwqecKoe 
nopa^KeHMe neneHH conpoBo^aeTCH rMnepTpnrjiMuepMfleMPiepi, B 
pacnpexnejieHHM xojiecTepnHa bo $paKUMHx jinnonpoTeMHOB npn 

B03BeMCTBMI4 CC1 4 OTMe*iaJIHCb HeKOTOpbie OCOGeHHOCTM - Hapjwy c 

noBmeHMeM coflepacaHWH oCmero xoJiecTepMHa vl XC-JlIIOHn, B03pocJio 
10 KOJiM^ecTBo XC-JHIBII vl CHi43MJiocb conepaeaHHe XC-JIIIHn. Ha $OHe 
BBe^eHHH JlerajioHa m MccjieByeMux coejiMHeHMM Ha6jraaajiacb TeH^eHUMH 
k cHmeHMio coAep^caHMH o6mero xojiecTepnHa, HopMajiM3am4« 
KOJiM^ecTBa xc-jinHn, xc-jinoHn M xc-jiiibii. 

TaGJiMua 27 

15 

BjiMHHHe coejWHeHHii oOmeft $opMyjiH (I) Ha M3MeHeHwe coaepsieaHMH 

XOJieCTepMHa VL TpHrjIMUepMflOB B CHBOpOTKe kpobm y hoibothhix 

c 3KcneppiMeHTajibHiJM renaTMTOM 



rpynnu 

3KMBOTHHX 


Co^ep^aHMe xojiecTepnHa, Mr/100 mji 


CoflepacaHwe 

Tr, 

Mr/100 mji 




XC-odiuwii 


xc-JinBn 


xc- 
jiiran 


xc-jinoHn 


KOHTpOJIb , 
HHTSKTHblW 


77, 6±2, 9 


47,3±2, 1 


18, 4±0,7 


11,7±0, 4 


59,5±2,5 


CC1 4 - 4 


93,5±6,0* 


60, 8±4, 6* 


12, 1±1,1 


20, 4±1, 6* 


102, 9±8, 1* 


JlerajioH 
+ CCI4 


90, 9±3 r 4 


54, 8±2, 5 


20, 1± 
1,1** 
p<0, 01 


15,7±1, 1** 
p<0, 05 


78, 0±6,2** 
p<0, 05 


Coe^-e 
III, 0,5 
MKr/Kr 
+ CCI4 


87, 0±2, 6 


59, 3±2, 6 


12, 0±0, 6 


15, 8±1, 0** 
p<0, 05 


78, 6±5, 4** 
p<0, 05 


Coe^-e 
III f 
0, 05 

MKr/KP 

+ CC14 


89, 5±3, 8 


52, 3±2, 9 


19, 6± 
1,4** 
p<0, 01 


17, 7±2, 0 


88,0±10,2 
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Coefl. 

XLIV 

0,5 

MKr/Kr 
+ CC1 4 


87, 2±6, 5 


57, 5±5, 1 


17, 1± 
1,0** 
p<0, 01 


12, 4±0 r 7** 
p<0, 001 


62, 4±3, 9** 
p<0, 001 


Coefl XLIV 
0,05 
MKr/Kr 
+ CC1 4 


85, 3±3, 9 


49, 6±2, 5 


21, 9± 
1, 1** 
p<0 f 001 


13, 9±1, 1** 
p<0, 01 


68,3±5, 7 
p<0, 001 



* - AOCTOBepHOCTb pa3JiM^MM c flaHHiMi KOHTpojibHOM rpynnti; 

** - AOCTOBepHocTB pa3Jiw^npi c flaHHHMM rpynnti tobothhx c 

3Kcnepi4MeHTajibHbiM renaTMTOM. 

5 

KaK cJiejxyGT M3 pe3yjibTaTOB , npeACTaBjieHHbix b Ta6jiMU,e 28, 
BBe^eHMs pkhbothum CCI4 npnBO,miJio k yBejiM^eHMK) co^epacaHKiH B 
neqeHM Tr m chvdkqhvlk) KOJiw^ecTBa xoJiecTepMHa. MccJie^yeMfcie 
coecMHeHKiH HopMajiPi30BajiM coEepacaHPie CXC m cHu^cajiM KOJiM^ecTBo Tr. 
10 lipid 3TOM HaOraDflajiocb noBbiuieHHe cocepjKaHMH ^oc^ojinnnflHow: $paKUwn 
npM np i4Me h q hpim HccjiecyeMUx BemecTB. 

TaCjiwua 28 

15 BjiMHHMe eoeflMHeHMM oOmeft $opMyjibi (I) Ha M3MeHeHne JiwniiflHoro 

cocTaBa ne^eHM Kpuc c sKcnepnMeHTajibHbiM renaTiiTOM 



Tpynnti 

2KMBOTHLIX 


JlMnM^HbTM COCTaB (B % OT o6mHX JTIOTMJIOB ) 


Ooc$ojiHnnflbi 


CXC 


TpwrjiMuepMAbi 


KOHTpOJIb , 
MHTaKTHbIM 


21, 3±0, 9 


23, 6±1,2 


23,9±1,2 


CCI4 - 4 JJH'H 


20,5±1, 1 


17,4±0,7* 
p<0, 001 


40,5±2,5* 
p<0, 001 


JlerajiOH + CC1 4 


19,7+1, 1 


15, 0±0, 4** 
p<0, 01 


44,1+1,9 


CoeflMHeHMe 
III, 

0, 5 MKr/Kr + 
CCI4 


23, 8±1, 0** 
p<0, 05 


18,9±0,7 


35,3±0,7 
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CoejiMHeHwe 
III, 

0, 05 mkiVkf+ 

v> -L 4 


24,4±0,7** 
p<0, 05 


20, 3±0, 8** 
p<0, 05 


35, 5+1,1 


Coe«-HHe XLIV, 
0,5 MKr/Kr + 
CC1 4 


26, 1±0, 6** 
p<0, 001 


20, 6±0, 8** 
p<0, 05 


33, 9±1, 0** 
p<0, 05 


Coen-HHe XLIV, 
0, 05 mkv/ Kr+ 
CCI4 


22,8±0,9 


18,0±0,8 


39,9±1,7 



* - jqocTOBepHOCTb pa3JiM^MM no OTHomeHMio k kohtpojibhom rpynne; 

** - flocTOBepHocTb pa3JiH^Mfi no OTHonieHMio k rpynne mbothhx c 

3 KCnepMMG H T a Jib HLIM renaTMTOM (CCI4) ♦ 

5 

B TaOjiPiue 29 npuBetfeHbi flaHHbie M3MeHeHMH KOHe^Horo npcuyKTa 
riOJI - MflA, b cHBopoTKe KpoBM h b ne^eHM npM nopa»ceHKiM CCI4 n 
BBeseHMM MccJie^yeMtix coeflHHeHHii. ToKcwqecKoe nopa*:eHi4e ne^eHM 
conpoBo^majiocb noBBniieHiieM coaepacaHWH MflA ksk b CHBopoTKe, tsk vl 
10 b ne^eHM. 06pa6oTKa ^mbothhx JlerajiOHOM m coeflMHeHHHMw oSmefi 
$opMyjibi (I) npMBOAMjia k HopMajiH3amiii KOJiMxjecTBa MJJA b 

MCCJieSOBaHHHIX TKaHHX . 

Ta6jiMua 29 

15 

BjiHHHMe coewHeHMM o6men $opMyjibi (I) Ha M3MeHeHwe co«ep^caHHH 
KOHe^HLix np ojcty kt o b nepeKMCHoro oKncjieHM« JinromoB b CHBopoTKe 
KpOBH h b ne^eHM Kptic c 3KcnepMMeHTajibHUM renaTMTOM 



rpynnbi 

TOBOTHHX 


flo3a 
coe.miHeHMM / 
Mr/Kr 


CUBOpOTKa, 
MflA, HMOJIb/jI 


Ile^eHb , 
MflA, hmojib/ji 


KOHTpOJIb , 
MHTaKTHUe 




5, 60±0, 60 


3, 49±0, 16 


CCI4 ~ 4 JXHR 




7, 03+0,38* 
p<0, 05 


5, 98±0, 29* 
p<0, 001 


JleraJiOH + CC1 4 


30, 0 


5, 58±0, 15** 
p<0, 01 


4,1710,31** 
p<0, 001 
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CoejaMHeHMe III 
+ CC1 4 


0, 50 


5, 77±0, 15** 
p<0, 05 


4, 60±0, 52** 
p<0, 05 


Coe^MHeHKie III 
+ CC1 4 


0 f 05 


5, 86±0, 70 


5, 00±0, 15** 
p<0, 05 


Coe^MHeHwe 
XLIV 

+ ecu 


0,50 


4, 72±0, 57** 
p<0, 01 


3, 51±0, 30** 
p<0 r 001 


CoewHeHMe 

XLIV 

+ CCI4 


0, 05 


5, 82±0, 38** 
p<0, 05 


4,47±0,45** 
j p<0,05 



* - xiocTOBepHOCTb pa3JiMMMM c pe3yjTBTaTaMM KOHTpojiLHOM rpynnu; 

** - flocTOBepaocTb pa3JiH^Hw c pe3yjib TaTaMM rpynnu otibothbix c 

SKcnepHMeHTajibHtJM renaTMTOM (CCI4) . 

5 

TaKMM o6pa30M f nccjiecyeMbie coeflWHeHMH o6mew $opMyjiH (I) 
oOjiacajiH b tip a^fce hhhm aHTMOKCMflaHTHUM m jinnM«peryjiMpyiomHM 
flewcTBMeM, cpaBHMMHM c 3$$eKTOM npenapaTa cpaBHeHMK JlerajioHOM, a 
no pHBy noKa3aTejieM npeBocxo^n ero. Ilpn stom cjiejjyeT oTMeTMTb, 
10 ^ TO MccjieHOBaHHbie coe«KHeHMH npuMeHHjmcfe b soaax Ha 2-3 nopn^Ka 
HHaee, qeM JlerajioH. 

1IPHMEP 39 

rMnojiwriMflEMpry e c kar aktpibhoctl 

15 COEflMHEHMW OEmEM cDOPMYJIH (I) 

rMnojiwnHfleMH^ecKyio sktmbhoctl coeflMHeHMM oCmen cfcopMyjiLi (I) 
M3ynajiM Ha MocejiM 3Kcnepi4MeHTajibHoii runepjiMnMBeMMH [Arichi H., 
Kumura H.O. / Effects of stibens compounds of roots of polygonum 

20 cuspidatium on the lipid metabolism.// Chem. Pharm. Bull.- 
1982.- vol. 30.- 5.- pp . 17 66-17 67 ] y OecnopoAHbix Kpfcic-caMUOB c 
HcxoflHOM Maccofi 220-250 r, nojiy^aBmnx b Te^ieroie 10 nuevL 
BHyTpi^ejiy^o^HO Ha 4>oHe cTaHjccapTHoro pauwoHa MacuHHyio cycneH3rao, 
coaepacaBinyio 10% xojiecTepMHa h 1% xojieBon khcjioth (M3 pac^eTa 1 

25 mji cycneH3MH Ha 100 r Maccti TeJia) . Kawan rpynna miBOTHHX 
cosepacajia no 10 kphc. MccjieflyeMtie coe^MHeHMH: III, V, VI, VII, 

VIII, IX, X, XIII, XXVIII, XLVII, L, LI BBOJtflJTO 5KHBOTHBIM 

nepopajibHo b ao3ax 50 m 500 mkv/kv b Te^eHMe nocjie^HMX ^eTbipex 



JIHCT B3AMEH H3T>HTOrO (nPABHJIO 26) 



WO 99/01103 



PCT7RU98/00215 



106 

miePi SKcnepHMeHTa. B Ka^ecTBe npenapaTa cpaBHeHMH ncnojib30BajiM 

HMKO TI4HO ByiO KHCJIOTy, KOTOpyiO BBO«MJTM 5KMBOTHBEM B Te^eHMe 10 £Heil 

Ha $OHe aTeporeHHow Harpy3Kn b «03e 10 mv/kv. 05pa3u,bi KpOBM 
Opajin Ha aHajiH3 ^epe3 18 qacoB nocjie noaneaHero BBenenvin 
H3y^aeMbix BemecTB, b Te^eHMe kotophx y Kptic oTHHMajin numy. 

OnpextejitfjiH cjiesyiomHe noKa3aTejin: xojiecTepwH o6iuhh (XC- 
oOumvL) , xojiecTepHH jiMnonpoTewxoB bmcokoh njioTHOCTM (XC-JiriBII) , 
xojiecTepMH JinnonpoTenflOB hm3kom njioTHocTM m jiMnonpoTewaoB o^eHb 

HM3KOM njIOTHOCTM (XC-JIIIHn M XC-JinOHII) , TpMrjIMUepMflbl (TD . 

CoHepxaHHe XC b cHBopoTKe kpobh onpecejiHJiM mgtobom ftnbica 
[BwoxMMMqecKMe wccJieflOBaHMH b KjiMHUKe.- nofl. pejx. A. A. 
noKpoBCKoro.- M. - MeflMUHHa.- 1969.- c. 300-302], XC-JinBn 
oueHMBajiH b cynepHaTaHTe nocjie renapuH-MapraHueBOM npeimnnTamm 
JinHn+JinOHn [Tmtob B.H., BpeHep E.fl., XajiTaeB H.T., 3aaon A. A. , 
TBoporoBa M.r. / MeToxt k jiMarHocTimecKafl 3Ha^MMOCTt MccjieaoBaHM^ 
cosep^caHMH xojiecTepMHa b a-jnmonpoTewjax. // JIaO. «ejio.- 1979.- 
c. 36-41]. OnpecejieHMe XC-JIIIHn npoBoamiH nyTeM pac^eTa no 
$opMyjie, npejicTaBjieHHOM b pa6oTe Friedewald W.T. et al 
[Friedewald W.T., Levy K.J., Leus R. /Fat transhort in 
lipoproteins an integrated approach to mechanism and disoders.// 
New Eugl.J.Med.- 1967.- vol. 276.- p. 32]. 

fljTH OUeHKM BJTHHHMH HCCJie^yeMblX COSflMHeHMM Ha COOTHOHieHHe 

aTeporeHHbix m aHTMaTeporeHHbix jiMnonpoTenflOB njia3MH kpobm 
BbraKCJiHjiii xojiecTepHHOBbiM MH^eKc ( K xc ) no ^opMyjie, npMBefleHHOM B 
pa6o«re [Kjihmob A.H., HHKyjibneBa H.r. JlMnonpoTewflbi, 
flMCJiMnonpoTeMfleMMM m aTepocKjiepo3 . - M. - MeanunHa . -1984 . -165 c.]. 

Couepacamie Tr b cniBopoTKe kpobm onpejxejiHJiM oSmenpuHHTtiM 
MeTocoM [Friedwald W.T., Levy R.I., Fredrickson D.S. /Estimation 
of concentration of low-density lipoprotein cholesterol in 
plasma, without use of preparative ultracentrif uge . // Clin. 
Chem. - 1972.- vol. 18.- pp. 499-502]. 

BBexieHMe ^khbothhm topobom cycneH3MM conpoBo^ajiocb 
.uocTOBepHHM noBbmieHweM cosepacaHMH XC b CHBopoTKe KpoBM 3a c^eT 
aTeporeHHux $paKUMM JinnonpoTennoB (JinHn m JinOHn) Ha $oHe 

CHMIKeHMH KOJIH^eCTBa SHTMaTeporeHHOM $paKUMW ~ JIIIBII. MHfleKC 

aTeporeHHocTw B03poc b 3 pa3a. OTMe^ajiocb TaiOKe 3Ha™TejibHoe 
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noBbmieHMe TT b cHBopoTKe kpobh (TaOJinua 30) . IIpM BBejieHMM 
mbothlim M3y^aeMux coeflMHeHMii (TabJiMua 31) b o6enx jio3ax 
OTMe^ajiocb cHraeHwe o6mero xojiecTepwHa no cpaBHeHmo c jkhbothlimii 
c aTeporeHHow Harpy3KOM Ha 10-26%, 3a raeT chotghmh XC-JIIIHn m 
JTnOHn, npn ^ocTOBepHOM noBbnneHHM XC-JIIIBII Ha 20-100%. BbiHBjieHo 
cHM^eHwe xojiecTepMHOBoro HHjjeKca aTeporeHHocTH K xc npm BBe^eHMM 
Bcex coewHeHMM npaKTM^ecKM no kohtpojilhux 3Ha^eHnii. Kojiw^ecTBo 

Tr B KpOBM /KMBOTHHX yMeHblliaJLOCb £0 KOHTpOJIbHHX 3Ha^eHMM npM 

BBexieHMM npenapaTOB . 

Ta&mma 30 



BjiMHHPie hhkotmhobom KwcjioTbi Ha co;n;ep;*caHne xojiecTepwHa M 

TpMrjIMU,epHflOB B CHBOpOTKe KpOBM 3KCnepMMeHTaJIbHBIX 5KMBOTHbIX 



Tpynnbi 

HCMBOTHblX 

noKa3aTejiM 


KOHTpOJlb 
1 


AueporeHHan 
^MeTa 
2 


ATeporeHHan flueTa + 

HMKOTMHOBafl KMCJIOTa 

3 


XC-o6mwM 


68, 8+2 r 3 


96, 9+10, 8* 1 


65,7±3, 5 


xc-JinBn 


37 f 5±1, 0 


27, 1±1.3 


42, 1+4, 2*** 1 ' 2 


xc-jnnHn+ 
xc-jinoHn 


30, 9±0, 9 


68,7±4.8*** 1 


25, 7+2, 8*** 2 


Tpwrjinueppijibi 


84, 9+3,2 


146, 5+12. 9*** 1 


89, 4+6, 2*** 2 




0,835 


2, 58*** 1 


0, 56*** 2 



* - nocTOBepHOCTb pa3JTMMMM, * - p<0,05; ** - p<0,01; *** - 
p<0,001. U,M$paMH o6o3HaweHbi rpynnu, no OTHouieHi/uo k kotophm 

pa3JIH^MH flOCTOBepHH. 

B Ka^ecTBe npMMepa aeMCTBMH nccJieflyeMHx coeflMHeHMw: Ha 
H3MeHeHMe jinnMBHoro cocTaBa kpobm b TaOJinue 31 npeccTaBjieHH 
pe3yjibTaTM bjimhhmh ojmoro M3 coeflMHeHMM oSmew ^opMyjiti (I) Ha 
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jihiimbhhih cocTaB KpoBM y tobothhx, nojiy^aBmKX aTeporeHHyio 
Harpy3Ky. noKa3aHO, ^to npw BBexceHMH stmx coecHHeHMM HaCjnoflajiact 
HopMajiM3am^a Bcex Hccjie^oBaHHtix noKa3aTejieM npaKTM^ecKw ho 

KOHTpOJlbHblX 3Ha^eHMM . 

5 

TabJiMua 31 

BjiMHHire coewHeHMM oOmeii cfcopMyjiu (I) Ha cojjepacaHMe xojiecTepMHa w 

TpMrJIMUepMJCOB B CUBOpOTKe KpOBM 3 KCnepMMeHT a Jib HLIX SKMBOTHblX 

10 



noKa3aTenn 
Tpynnbi 


XC-o6lhmm 


xc-nnBH 


xc-nnm+ 
xc+nnom 


Tpiirnnuepuflbi 


Kxc 


KoHTponb-1 


72,2±2,9 


29,6±2,6 


42.612,7 


104,718,0 


1,44±0,1 


ATeporeH. 
AneTa 


93,3±3,7*** 


21,311,5* 


72,014,0*** 


261,7111,6*** 


3,3810,2*** 


Coefl-e VII, 
50 MKr/Kr 


72,3±4,9** A 


26,0±1,9 


46,313,2**** 


250,6±12,0 


1,7810,12**** 


Coefl-e VII, 
500 MKr/Kr 


78,1±3,3* 


22 f 3±2,2 


55,813,9*** 


251 f 4±12,7 


2,510,17*** 


Coefl-e IX, 
50 MKr/Kr 


78,414,4** 


29,713,6** 


48,714.4*** 


241,5120,2 


1,6410,16**** 


Coefl-e IX, 
500 MKr/Kr 


72,113,9*** 


20,1±1 ,6 


52,013,4*** 


201,818,1**** 


2,5910,17*** 


Coefl-e XIII, 
50 MKr/Kr 


76,315,5** 


23,9±1 ,9 


52,413,9*** 


201,218,7**** 


2,1910,16**** 


Coefl-e XIII, 
500 MKr/Kr 


69,313,7**** 


27,812,3** 


41 ,512,9**** 


190,0111,7**** 


1,4910,1**** 
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CoeA-e 
XXVIII, 
50 MKr/Kr 


85,4+4,0 


34,614,6** 


50,814,6*** 


157,5112,4**** 


1.4710,13**** 


CoeA-e 
XXVIII, 
500 MKr/Kr 


80,7±4,8 


47,016,9** 


33,713,4**** 


204,1122,1** 


0,7210,07**** 


CoeA-e X, 
50 MKr/Kr 


87,9±7,0 


31,8i3,3** 


56,115,0** 


218,7±17,9 


1, 7610,1 6**** 


CoeA-e X, 
500 MKr/Kr 


71,312,3**** 


38,4l4,5*** 


32,912,5**** 


179,2118,3*** 


0,8610,06**** 


CoeA-e VI, 
50 MKr/Kr 


86,0±5,2 


35,715,6** 


50,315,5*** 


141,2116,1**** 


1,4110,16**** 


CoeA-e VI, 
500 MKr/Kr 


70,813,7**** 


45,813,5**** 


25,011 ,6**** 


127,217,1**** 


0,5510,04**** 


KOHTpOJlb-2 


82,915,1 


49,313,7 


33,912,9 


84,3±5,7 


0,6810,05 


ATeporeH. 
AweTa 


100,614,3* 


33,812,5** 


66,813,3*** 


157,919,0*** 


1,9810,1*** 


CoeA-e 
XLVII 50 
MKr/Kr 


86,513,9** 


44,111,9*** 


42,411,7**** 


90, 017,7**** 


0,9610,04**** 


CoeA-e 
XLVII 500 
MKr/Kr 


90,012,4 


40,8±4,8 


50,813,6*** 


116,7110,8** 


1,2710,09 


CoeA-e III, 
50 MKr/Kr 


87,812,8** 


46,112,8*** 


41,713,1**** 


136,419,7 


0,910,04**** 


CoeA-e III, 
500 MKr/Kr 


86,215,6 


53,1±6,2** 


33,112,9**** 


90,016,7**** 


0,6210,05**** 


CoeA-e 
XLIV, 
50 MKr/Kr 


84,7i3,0*** 


47,311,1**** 


37,411,1**** 


85,016,3**** 


0,7910,02**** 
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KOHTpOJlb-3 


94,1±1,2 


45,6±2,5 


48,5±2,4 


112,1±10,6 


1,06±0,03 


ATeporeH. 
AweTa 


107,7±6,1* 


27,6±1,5*~ 


80,1±3,1*** 


207,1+16,0 


2,90±0,16**** 


CoeA-e V, 
50 MKr/nr 


103,4±2,8 


40,0±3,1** A 


63,311,9** 


181,2±12 t 2 


1,5810,09**** 


CoeA-e Ll t 
50 MKr/Kr 


99,1+4,5 


39,8±1 ,6*** 


59,3+3,5** 


132,1+17,4*** 


1 ,49+0,07**** 


CoeA-e VIII, 
50 MKr/Kr 


98,8±7,2 


31,7±2,4 


67,113,1** 


136,8+18,2** 


2,12+0,16*** 


CoeA-e L, 
50 MKr/Kr 


94,1±2,1 


31,0±2,1 


63,112,4** 


141,6+12,6*** 


2,03+0,09**** 



*- pa3JiM^MH flocTOBepHu no oTHoineHMBO k KOHTpojibHbiM rpynnaM, 

pa3JiM^i4H jiocTOBepHU no OTHOineHHio k rpynnaM ^kubothux, 
nojiy^aBiuMx aTeporeHHHM pauwoH. 
5 * - p<0,05; ** - p<0,01; *** - p<0,001. 



TaKMM o6paaoM, M3MeHeHMH JinnnxcHoro cocTaBa cbibopotkm kpobm 
npn BBexieHMM 3KcnepMMeHTajit.HbiM jkmbothhm MccjiejxoBaHHtix BemecTB 
conocTaBMMH c rwno JiMnwjieMMq e ckpim 3$$eKTOM npenapaTa cpaBHeHMH - 

10 HMKOTMHOBOM KMCJIOTOM ( TabJIIlUa 30) . 

nPMMEP 4 0 

3KCIIEPMMEHTAJIbH0E M3Y^EHP1E rwnorjIMKEMPiqECKOM AKTMBHOCTM 
15 COEflPIHEHKtM OBIHEM OOPMYJIH (I) 

MccJie^OBaHHH npoBe^eHti Ha Kpnicax-caMuax BMCTap Maccoii 2 50- 
300 r. 3KcnepMMeHTajTt»HbiM ,mia6eT Btr3HBajiH o^ho Kp a t hum 
BHyTpwBeHHHM BBefleHweM cTpenT030T0UMHa (Koon. <<CMHTe3» npn VMET 
20 AH YKpawHu) b fl03e 42 mv/kv KpncaM, npesBapHTejibHo rojiocaBniMM b 
Te^eHMe 24 ^acoB c flonycKOM k nvmxe cpa3y nocjie mh-lgkumm. KpLic 
OTbMpaJiH b onuT yepe3 2 HejqejiH nocjie hhsykuhm fluaGeTa c ypoBHeM 
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rjiMKeMMM 120-180 Mr % . B KamnoPi rpynne b onuTe McnojiB30BajiM no 

12 2CMBOTHHX. 

CoeflMHeHPIH BBO^PIJIH MHTSKTHUM ^MBOTHHM VL KpHCaM CO 

CTpenT030Tom4HOBK[M .uwaOeTOM BHyTpH^cejiyco^JHo b Te^eHwe 4 nnevi b 
cyTO^HHx xco3ax 50 mkv/viv m 500 MKr/Kr b bo^hom pacTBope M3 
pac^eTa 1 mji Ha 2 00 r Maccu Tejia. HHTaKTHbie ^MBOTHHe nojiy^ann 
coejxHHeHMe III m XLIV, a Kpticbi c MHflyuwpoBaHHHM roia6eTOM - 
coejiMHeHMe XLIV. KoHTpojibHoe onpecejieHHe cojiepEcaHmi rjiKDK03u b 
KpOBH npOBOfiHJIM B fleHb 3KcnepMMeHTa, 3aTeM ^mbothum bbojjhjih 
nccjie^yeMKe coecMHeHMH m jinmajin nnnm. KoHTponbHue 3KHBOTHbie 
nojiy^ajiM cooTBeTCTByioiUMM oO'beM bo^h. 3$$eKT oueHMB a jim no 
M3MGHGHMIO ypoBHH rjnoK03bi b KpoBPi qepe3 2 h 5 qacoB. flajiee 
»MBOTHHe noJiy^ajiH KopM m ^epe3 24 qaca nocjie nocjiecHero BBe^eHMH 
npenapaTa bhobb bpajin kpobl juia MccjieflOBaHMH. KpoBb 6pajiM M3 
xboctobom BeHti b oS'beMe 0,1 mji. Coflep^caHMe rjnoK03ti onpe^ejiHJiM o~ 

TOJiyHflHHOBHM MeTOflOM. 

CoEepacaHMe rjuoK03ti pacc^MTbiBaJiM b mv% c noMombio cTaHflapTHbix 
pacTBopoB rjii0KO3bi. flajiee onpefle.nji.rai creneHb M3MeHeHMH coj^ep^caHM^ 
rjooK03bi no oTHouieHKio k wcxosHOMy KOJin^ecTBy sjih Kaamoro 
MBOTHoro f BbipaEcaH ee b npoueHTax ot hcxoehoto coaepacaHHH . 
OKOH^aTejibHHH pac^eT npoBo^jiM win Ka^oii rpynnbi ^cmbothhx. 
Ka:*cxi;afl rpynna BKjno^aJia 10 ^khbothbix. 

TaSjiMua 32 



BjiMHHue flByx MccjiextyeMHix coewHeHMM Ha cojiepacaroie 

rjU0KO3bI B KpOBH HHTaKTHblX KpHC 



YCJIOBMH 

OnHTa 

Ppynnbi 


Co^ep^caHMe rjii0KO3bi b kpobm, (Mr %) 


3a 2 qaca 


^epe3 2 
^ac 


Hepe3 5 
^ac 


^epe3 24 
^ac 


KOHTpOJIb - 1 


82, 6±4, 1 


58, 6±3,2 


60,4+2,3 


83, 8±5, 2 
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CoejiMHeHMe 

XLIV, 

50 mkt/kt 


81, 2+3, 8 


60, 8±4, 0 


64, 0+3, 1 


79, 9+5,2 


CoeflHHeHHe 

XLIV, i 

500 mkt/kv 


80,8±2,7 


64, 8+4,2 


65, 9±3, 9 


83,7±4, 0 


KOHTpOJIb - 2 


72, 6+4, 6 


56, 8±3, 8 


65, 4±3, 3 


75, 0±3, 2 


CoecMHeHMe III, 
50 mkt/kv 


84, 2+6, 1 


58, 5+5, 9 


70, 8±5, 5 


66, 5±3, 3 


CoeflMHeHwe III, 
500 mkt/kv 


71, 3±4, 0 


69, 9±2, 8* 2 


72, 6±1, 5* 2 


73, 1+3, 4 



* - BOCTOBepHOCTL pa3JIM^MM no OTHOIIIGHJUO K KOHTpOJIIO - 2; 

* - p<0,05 

5 KaK cjiejjyeT M3 pe3yjitTaTOB Ta6.romij: 32, coe«MHeHMe XLIV He 

BJIHHeT Ha KpHByiO VL 3Me H e HJ4J1 CO«ep5KaHMH TJU0KO3H B KpOBPI MHTaKTHLIX 

tobothux nocjie KpaTKOBpeMeHHoro rojio^aHPiH, Tor^a KaK coejiMHeHMe 
III, BBeaeHHoe b jn;o3e 500 mkv/kt, npejjoTBpamajio cHuaceHwe 
KOJiH^ecTBa rjii0KO3bi b KpoBM MHTaKTHHx KpHc *iepe3 2 qaca nocjie 
10 oTMeHbi rnmyi . 
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TaOJiHua 33 

BjiMHHMe ojworo M3 coe^MHeHMPi, cooTBeTCTByK>m*ix o6meM <J>opMynbi (I) 
Ha coaepacaHHe rjii0KO3bi b kpobm y skmbothlix c sKcnepMMeHTajibHbiM 

5 CTpenT030T0UMH0BbM flPta6eTOM 



rpynnbi 

ECMBOTHblX 

Co^ep^caHMe 

rJIIOK03bI B KpOBM 


KOHTpOJIb 

1 


CoeflMHeHne III 
50 MKr/Kr 
2 


CoeflMHeHwe III 
500 MKr/Kr 
3 


McxoflHoe cojctep^aHMe, 


142, 1±9, 9 


146, 9±8,2 


145,2±10, 6 


Mr% 

^epe3 2 yaca 

% OT wcxo^Horo 


114, 9+9, 3 
80, 9±5, 1 


94, 4±5, 4 
65,4±4,3* 


98, 8±5, 6 
67, 6±3, 6* 


Mr% 

Hepe3 5 nacoB 

% OT Mcxo^Horo 


80, 5±6, 1 
56,7±5,0 


64, 1±5, 0 
43, 9±4, 9 


65, 1±1, 1 
44, 9±4, 5 


Mr% 

Hepe3 2 4 Maca 

% OT MCXOflHOrO 


153, 9±3, 8 
108, 4±7, 1 


122,2±9,2 
83,7±6, 6 


143, 4±10, 9 
98, 9±10, 2 



* - 3Ha^eHne ^ocTOBepHo OTjiM^aeTCH ot jjaHHbix kohtpojibhopi rpynnti, 
p<0, 05. 

10 

flaHHbie, npiiBefleHHbie b TaOjiMue 33 noKa3HBaiQT , hto 4-x 
jXHeBHoe BHyTpH^cejiy.aouHoe BBefleHwe coewHeHMH III b cyTO^Hbix 
jX03ax 50 m 50 0 MKr/Kr nppiBoxiHT k jiocTOBepHOMy c hh^kg hkbd rjisoK03bi b 
KpOBM Mepe3 2 ^aca nocjie nocjiexjHero BBe^eHMH npenapaTa ^cHBOTHbiM, 
15 riinorjiMKeMM^ecKMM aHTM^MaOeTM^ecKMii 3$$eKT coxpaHHeTCH qepe3 5 
*iacoB nocjie BBexteHHH, ojmaKo oh MeHee BtipaiaceH. 

TaKMM o6pa30M, coeflMHeHMH cooTBeTCTByiomHe o6mew $opMyjie (I) 
jimGo He BjiiiHiOT, jiMdo CTa5njiM3HpyioT coflep^caHMe rju0KO3bi b kpobh 

MHTaKTHblX SKMBOTHblX K OOJiajXaiOT r JIK>KO3OnOHW2Cai0IIjeM aKTMBHOCTbK) y 
20 KpblC CO CTpenT030T0UMH0BbIM JtHaGeTOM, Bbipa?KeHHOH B paBHOM CTeneHM 

npM npwMeHeHMM KaK b B03e 50 MKr/Kr, tsk m 500 MKr/Kr. 
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Pe3yjiLTaTti, npe^cTaBjieHHLie b npMMepax 38-40 

cBHseTejitcTByioT, ^to coeflMHeHMH oOmefi $opMyjiti (I) objriaxcaBOT 
BHpa^ceHHbiM renaTonpoTeKTopHLiM fleiicTBiieM. 3to xteMCTBHe coexwuenvLpL 

OS'BHCHHIOTCJI TeM, ^TO npM BBefleHMM MX B OprSHM3M npOMCXOflHT 

$yHKUMOHajibHaH nepecTpoiiKa mhotmx u,eHTpajiBHbix cwctbm opraHM3Ma, 
y^acTByiomMx b no^flepacaHMM roMeocTa3a. 

OPMMEP 41 

BJIMHHHE COEflMHEHUM, COOT BET CTBYKDEIP1X OBIHEM OOPMYJ1E (I), HA POCT 

KAPI^MHOMH JIErKMX JIbKMCA 

3KcneppiMeHTHi npoBo^tHJiM Ha MHinax-caMuax c mcxo^hom Maccow 
18-20 r. Ka^man rpynna BKJiK^ajia 10 hchbothlix. riepeBUBKa onyxojiM 
ocymecTBjiHJiacb no cTaH^apTHOM MeToaMKe [ 3KcnepnMeHTajibHafl oueHKa 
npoTMBoonyxojieBHX npenapaTOB b CCCP m cmA./ no^ pe,a. 3.II. 
Co$bMHOM, A.B. CbipKMHa / A.TojijiMHa, A. Kji^MHa, - M . - Me«HUHHa.- 
1980.- 296c.]. BBetfeHne coeflMHeHMM II, III, IX, X, XII, XIV, XV, 
XVI, XVII, XIX, XX, XXI, XXII, XLVII b riMTbeBoii Boae Ha^HHaJiw 
*iepe3 24 Maca nocjie nepeBMBKM pi npouoJDKajin no o koh^i slhvl n. ontiTa. 

OueHKy BJIMHHMH COe^MHeHMM Ha POCT KapUMHOMbI JierKMX JlfalOHCa (LLC) 

npoBo^HJiM Ha 12 jxenh SKcnepMMeHTa no M3MeHeHHio oO'beMa onyxojm, 
Bbipa^ceHHoe b mm j . 

flaHHHe, npe,n;cTaBjieHHbie b TaOjinue 34, noKa3HBaioT, mto Bee 
M3y^ieHHbie coewHeHMH MHrnGiipyioT pocT LLC xotx m b pa3Hoii 
CTeneHM . 



TaGjiPiua 34 

BjiMHHMe coeflMHeHMM o6m;eii $opMyjiM (I) Ha pocT 

KapUMHOMH JierKMX Jlbiowca 



BBOflMMOe 

coeBMHeHMe 


OS^eM onyxojin 
(mm 3 ) 


npoueHT MHrM6MpOBaHMH 

pocTa 


KOHTpOJIb , 
MHTaKTHBJIl 


1492+230 




XXII 


985±179 


34 


XLVII 


826±119* 


45 
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KOHTDOJTk . 
MHTaKTHbrfl 


Z b J 3 ±2 7 5 




III 


1249+168** 


53 


II 


1025±150** 


61 


IX 


2373±323 


10 


X 


1221±209** 


54 


XII 


1299±1 45* * 


M 
Jl 


XVII 


1 O £T "7 *3 O -4- «t 

1 J b / ±z J 3 * * 


4fi 


KOHTpOJTfc> , 
MHTaKTHMM 


1 J / J±114 




XXI 


1023±207 


25 


XIX 


994±173 


9 R 

Z, o ! 


XX 


1 14o±l 12 


i. o 


KOHTpOJIB , 
MHTSKTHUM 






XVI 


1076±169** 


56 


XIV 


779±94** 


68 


XV 


889±67** 


63 



* - flOCTOBepHOCTt pa3JIH^MH no OTHOnieHMIO K COOTBeTCTByiOmeMy 

KOHTpoJiiO, *- p<0,02; ** - p<0,01. 



5 nPMMEP 4 2 

BJIMHHME COEflMHEHMW 0Bm£p[ <D0PMYJ1H (I) HA METACTA3MP0BAHME 
KAPIIMHOMH JIErKOrO JIbKMCA 

10 A. I43y^eHHe aHTMMeTacTaTM^ecKOM sktmbhoctm coextHHeHKtPi o6mefi 

$opMyjiu ( I ) 

PIccjie^oBaHMe npoBOEPUiM Ha Mtnnax-caMKax BDF a c mcxoahom 
Maccoii 25-30 r. Kaacna* rpynna acwBOTHtix BKJuo^ajia 15 ocodew. 
B3Becb onyxojieBoii tk9hm LLC bboxcmjih BHyTpMMbnne^HO b oO^eMe 0,3 

15 mji. B Ka^ecTBe pacTBopMTejiH Mcnojib30BajiM pacTBop XeHKca. 
MccjiextyeMHe coewHeHM^ II, III, iv, IX, X, XII, XXIII m XLIV 
pacTBopHJiM b Bone m bbojimjim ^cmbothmm nepopajibHo B Te^eHwe 24 
cyTOK b no3e 50 vl 500 mkiVkp b 0,2 mji pacTBopnTejia, Ha^MHaa co 
btophx cytok nocjie nepeBMBKM onyxojin. Ha 25 cyTKK 3KcnepMMeHTa 

20 yKidsoTHux 3aCHBajiM, M3BjieKajiM jierKMe m $MKCMpoBajin mx b pacTBope 
BysHa c npiiMeHeHweM MHKpocKona MBC-9, yBejiMMeHPie 8x2, Hepe3 24 
^iaca nocjie $MKcauMM npoM3Bo«MjiM noncqeT MeTacTaTwqecKMx kojiohmh 
b jierKMx. Pac^eT MHjqeKca MeTacTa3wpoBaHMH npoBowuiw b 

COOTBeTCTBMM C MeTOflMqeCKMMM peKOMeHflaUM^MM [MeTOflMqecKMe 
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peKOMeH,n;aij,MM no ^oKJiMHMHecKOMy M3y^eHMio cpeccTB, o6jia«aioinMX 
cnocobHocTLio MHrnbMpoBaTb npoixecc MGTacTa3MpoBaHM« m noBtimaTb 
3$$eKTMBHocTb UPiTocTaTM^ecKoii TepanwM 3JiOKa^ecTBeHHBix onyxojieM. 
- M. - 1992.- 13c. ] . 
5 BuHBJieHo, ^to MccjiejiyeMMe coe jimhghmh MHmbMpyioT npouecc 

cnoHTaHHoro MeTacTa3MpoBaHMH nepeBMBaeMOM onyxojiw LLC b 
npncyTCTBHH nepBM^Horo onyxojieBoro y3Jta b pa3HOM CTeneHM (ot 20 
AO 70%) . B TaSjiMue 35 npe^cTaBjieHLi pe3ynbTaTbi, xteMOHCTpwpyiomMe 
BbicoKyio aHTMMeTacTaTM^ecKyio sktmbhoctl Hccjie^yeMBix BemecTB. 
io KpHTepneM aKTMBHocTn jxjin aHTMMeTacTaTMqecKMx npenapaTOB 

HBjineTCH mx cnocoGHOCTb MHr>i6MpoBaTb MeTacTa3npoBaHMe Ha 35%. 

Ta6jinua 35 

15 AHTMMeTacTaTMqecKwe cBoficTBa coewHeHMM oCmew $opMyjiH (I) nppi 
nepopajibHOM BBexieHHH MuniaM-caMKaM BDFi c LLC 



noKa3aTejiM 

rpynnbi 


Cpejwee ^mcjio 
MeTacTa30B 


MMM 


KOHTpOJIb - 1 


52,2±5, 1 




CoeflMHeHwe III, 500 
MKr/ Kr 


30, 1±2, 7** 1 


42,0 


~ « ~, 50 MKT / KT 


38, 5±6, 3** 1 


26, 0 


KOHTpOJIb - 2 


4 6, 9±8, 5 




CoeflMHeHwe XLIV, 50 
MKr/ Kr 


42,4±4, 5 


10, 0 


- « 500 MKr/ kp 


31,9±3,8* 2 


32,0 


CoejaMHeHMe II , 50 
mkp / Kr 


44, 3±8, 0 


5,5 


- » -, 500 mkt/ Kr 


32, 9±4, 8* 2 


30, 0 


CoeflMHeHwe VI, 50 
mkt/ Kr 


35,5±4,5* 2 


24, 0 


- « - , 500 MKr/ Kr 


39, 0±14, 0 


17, 0 


KOHTpOJIb - 3 


50, 8±6, 9 




CoewHeHMe IX, 500 
MKr/Kr 


38,5±5,7* 3 


24, 0 


CoejiMHeHMe X, 500 
MKr/ Kr 


34, 6±7,2* 3 


30,8 


CoejiMHeHne XII, 50 0 
MKr / Kr 


35, 5±4, 6* 3 


30, 1 
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CoeflMHeHHe XXIII, 


31, 5+5, 8* 3 


37, 0 


500 mkv/kt 







* - BOCTOBepHOCTb pa3JIMMHM no OTHOUieHMIO k cooTBeTCTByiomeMy 
kohtpojiio; * - p<0,05; ** - p<0, 01 



E. OUteHKa aHTMMeTaCTaTM^eCKOM aKTMBHOCTM COeflMHeHMH B yCJIOBMHX 

xMpyprM^ecKoro yjcajieHMH nepBM^Horo onyxojieBoro y3Jia 

Ba^CHblM CBOMCTBOM COeflMHeHMM HBJI«eTCH MX CnOCOSHOCTb 

npoHBJiHTiD $apMaKojiorM^ecKyio aKTMBHocTb Ha MoaeJiw c yjjajieHneM 
nepBH^Horo onyxojieBoro y3na vl He cnvmaTh TepaneBTM^ecKyio 
34>4>eKTMBHocTb cymecTByioiroix npoTMBoonyxojieBtix npenapaTOB . 3tot 
4>aKT 6hji npofleMOHCTpwpoBaH b 3KcnepMMeHTe Ha Monesm cnoHTaHHO 
MeTacTa3MpyiomeH onyxojiH LLC, nepeBMTOM b noayine^Ky jianKH muhipi, 
Ha Mumax-caMKax jihhmh C57BL/6 Maccon 20-25 r. XjipyprMtjecKoe 
y^ajreHMe nepBH^Horo onyxojieBoro y3Jia npon3Bo«miH Ha 13 cyTKn 
nocjie nepeBMBKM onyxojiw. Mccjie^yeMbie npoTMBoonyxojieBue 
coe^MHeHM^ bbouhjim no rbym cxeMaM: 

1 cxeMa - TOBOTHue nojiy^ajiw coeflMHeHMe III c 1-13 cyTKM 
3KcnepMMeHTa b nose 500 mkv / kt (1 rpynna) ; UnKjio$ocdt>aH bbootijim 
b/6 2-x KpaTHo no onepauMM c HHTepBajioM 96 -q. b «o3e 100 mv/kv 
(2 rpynna) ; co^eTaHHoe BBe^eHMe coe^MHeHMH III m U>iKJio$oc$aHa 
aHajiom^Ho BBejieHMio BemecTB b 1-m m 2-vl rpynnax {3 rpynna) . 
nojxc^eT KOJiM^ecTBa MeTacTa30B npoBOflMjica Ha 29 cyTKM 
3KcnepnMeHTa ; 

2 cxeMa - dkmbothbis bbowjim coeflHHeHMe III c 14 cyTOK 
3KcnepwMeHTa (Ha^ajio BBe^eHHH ^epe3 24 qaca nocjie onepauMM) no 
28 cyTKn (4 rpynna) • IlnKJio$oc<i>aH bbo^jim 2-x Kparao nocjie 
onepauMM c HHTepBajiOM 96 ^. b ^o3e 100 mk/kv (5 rpynna); 
co^eTaHHoe BBeaeHwe coeflMHeHM^ III vi U>iKJio$occt>aHa aHajiora^tHo 
BBe^eHHio BemecTB b 4-h m 5-m rpynnax (6 rpynna) . y^ieT 
aHTHMeTacTaTM^ecKOM 3$$gktmbhoctm npenapaTOB npoBojiHJTCH Ha 2 9 
cyTKM 3KcnepnMeHTa . 

Pe3yjibTaTti 3KcnepMMeHTa npe^cTaBjieHM b Ta5jinue 36. KaK 
BMflHo H3 npejiCTaBjieHHbix pe3yjibTaTOB, coe«HHeHMe III npoHBJinji 
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aHTMMeTacTaTHMecKyio aKTMBHocTt Ha Mojjejin c xnpypr*raecKJiM 
ysajieHMeM nepeM^Horo onyxojieBoro y3jia, a npi4 co^stshhom 
npMMeHeHMH c UnKJio^oc^aHOM nocjie y^ajieHMH onyxojin HaCjnoaajiocb 
noTeHunpoBaHiie $apMaKOJiorM^ecKoro 3$$eKTa m cymiauM^ M3ycjaeMoro 
5 cfceHOMeHa npw BBeceHM HByx npenapaTOB no onepaTMBHoro yjjaJierotH 
onyxojiM . 

Ta6jinua 36 

Il0Ka3aTeJIM aHTHMeTaCTaTM^eCKOM aKTMBHOCTM coeflMHeHMe III B 

io ycjiOBHHx xnpyprMMecKoro yflajieHMH nepBM^Horo onyxojieBoro y3Jia h 

npw co^eTaHHOM BBeneHMH c UtMKJio^oc^aHOM 



OnbiTHbie 
rpynnbi 


npenapara 


4acTOTa 
MecTa3Mpo- 

BaHMfl (%) 


Cp . ^HCJIO 

MeTacTa30B 


J4MM 

% 




BBeaeHwe npenapaTOB #o onepaunw no 1-Pl cxewie 


KOHTpOJIb 


$143. paCTBOp 


100 


34 r 8±4,9 




1 rpynna 


coejjMHeHwe 


100 


32, 0±11, 8 


8, 0 


2 rpynna 


UMKJIO$OC$aH 


100 


19,5±5, 1* 


43,9 


3 rpynna 


Coen. +umkjiocJ>. 


100 


16±2,4**+ 


52, 8 


Bsej^eHwe npenapaTOB nocjie onepaunw no 2-m cxeMe 




KOHTpOJIb 


4>H3 . pacTBop 


100 


37, 1±13,2 






4 rpynna 


coewHeHwe 


100 


28, 6±8, 5 


22,9 


5 rpynna 


UHKJIOCj>OC$aH 


100 


18,0±4,3* 


51,5 




6 rpynna 


Coejx . +u,mkjio$ . 


100 


6, 7±0, 9* 


81, 9 





15 B. CpaBHMTejitHa^ oixeHKa aHTMMeTacTaTOecKOM aKTHBHOCTM 

cy6cTaHUMH coeflMHeHMH III vi ero Ta6jieTMpoBaHHow jieKapcTBeHHow 

$OpMBI 
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fljlfl OlieHKM TepaneBTM^eCKOH 3$$eKTMBHOCTPl Ta.6JIGTPipOB3.HHOM 

jneKapcTBeHHoii $opMti coewHeHMfl III (Ta6jreTKM Maccoii 0,2 r c 
cojaep^eaHMeM 17 Mr cyCcTaHUWH npenapaTa m flwaMeTpoM 6 mm) Okuim 
npoBefleHu Mccjie^OBaHMH Ha MocejiM cnoHTSHHoro MeTacTa3npoBaHMH 

5 KapUMHOMbl LLC. 

3KcnepMMeHTbi npoBooiuiwcb Ha MHinax-caMKax C57BL/6 Maccow 20- 
25 r. OnbiTHMe rpynnbi BKjuo^ajriH 8 skwbothlix, KOHTpoJibHan - 11. 
CyOcTaHumo coejwHeHMfl III m jreKapcTBGHHyio <£opMy bbouhjim 
nepopajibHo b «03e 500 MKr/ kp (m3 pac^eTa Ha aKTMBHoe Ha^iajio) 
io e^ecHeBHo, c 1 no 10 cyTKH 3KcnepnMeHTa . npoflOJUKHTejibHocTb 
SKcnepMMeHTa cocTaBjiajia 24 hhh. 

Pe3yjit>TaTH sKcnepMMeHTa npeccTaBjieHbi b TaOjiMixe 37. 
Pe3yjibTaTbi, npejjCTaBjieHHbie b TaOJinue cBwmeTejibCTByioT, *ito 
noKa3aTejiH aHTHMeTacTaTM^ecKOM aKTHBHocTM cy 6ct aHUHH n 

15 TabJieTMpOBaHHOH JIGKapCTBGHHOM $OpMLI npaKTMyeCKM He OTJIM^aK5TCH 

Me^uy coGofr. 

TaOjiKua 37 

CpaBHMTejibHoe M3y^eHne TepaneBTM^ecKOM 3$$eKTMBHOCTPi 

20 Cy6CTaHUMM M JieKapCTBeHHOM $OpMbI COeflMHeHMfl III 



rpynnu 


noKa3aTejiM aHTMMeTacTaTM^ecKOM sktmbhocth 


^acTOTa 
MeTacT. % 


Macca 
onyxojiM, 
(r) 


Cp . *iVLCJlO 

MeTacTacTa3 

OB 


MMM % 


KOHTpOJIfa 


100 


13,5 ±0,9 


42, 0±7, 5 




Cy6cTaHuna 


100 


12,9±0, 9 


22, 5+0, 9* 


46,4 


JIeK . $opMa 


100 


12, 9±0, 6 


18, 8±2, 7** 


55,2 



*, *** - ^OCTOBepHOCTb pa3JTH^MM no OTHOUieHMK) K KOHTpOJIIO, 

* - p<0,05; *** - p<0,001. 

25 

nPMMEP 4 3 

MCCJIEflOBAHME BJIHHHKfl COEflMHEHPIM OKTTTF.PT OOPMyjlH (I) HA 
PE3MCTEHTH0CTb 5KMBOTHHX K MMKPOEHHM VLHQEKUyiflM 
M3y^ajiM BjiMHHPie coejiMHeHMM oSmeii c£>opMyjiLi (I) Ha H3MeHeHMe 

30 CpeflHeM npOtfOJDKHTeJIbHOCTPI PKPI3HM 3KCnepHMeHTaJIbHbIX MBOTHHIX, 
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HH$MiXHpoBaHHbix Salmonella sp. 

B 3KcnepMMeHTe Mcnojit>30BaHLi HejiMHeiiHHie 6ejrae mlqum o6omx 
nojioB MaccoM 18-22 r. CoeflMHeHM« III, XLIV w npenapaT cpaBHemiH 
HyKJieMHaT hstpmh bbootijim nepopaJibHo b Te^eHwe 3 cyrroK (Bcero 6 
5 pa3) flo m nocjie 3apa?KeHMK ( cxeMa -3, -2, -1, 0, 1, 2, 3, rae 0 
aeHb 3apaaceHMH) . fljin MH$pimipoBaHPiH ncnojib30Bajiw cyTOHHyio 
KyjibTypy Salmonella sp., BupameHHyio Ha arape XoTTHHrepa. Hjih 
npMroTOBJieHHH cycneH3wn KJieTOK HcnoJib30BajiM $M3MOJiorM^ecKnii 
pacTBop. CycneH3nio KJieTOK Salmonella sp . bbormjim noflKo^HO b fl03e 

10 5 X 10 8 KJl/ MhTTTTb B 0,5 MJI . 

PIcnbrryeMfeie coejWHeHMK bbojoewjih b ao3e 500 MKr/Kr, a npenapaT 
cpaBHeHKH - HyKJieMHaT HaTpna, b fl03e 50 ulv/kv b 0,5mji 
$M3MOJiorM^ecKoro pacTBopa . 

Plccjie,uyeMbie coeflMHeHMH b aose 500 mkj? / Kr aocTOBepHo 
15 yBejiM^MBajiPi cpeflHioio npo^ojiacnTeJibHOCTb MLmieM, 

piH$i4UMpoBaHHHx Salmonella sp. (TaOjiHua 38), oKa3UBan 3amnTHoe 
aeiicTBJie b acecTKMx ycjiOBMHx 3KcnepMMeHTa (100% jieTaJibHocTb b 
KOHTpojib hom rpynne ) . Ha6jroflajiocb TaiOKe socTOBepHoe noBtnneHMe 
BbKKMBaeMocTM MHmeft, nojiy^aBiiiPix III coesMHeHMe, Ha 2 cyTKM 
20 sKcnepuMeHTa no cpaBHeHMio c kohtpo Jib Hoii rpynnon, a eosboth&ix, 
KOTopbiM BBOflMjiM XLIV coennHeHne , Ha nepBbie cytkm ♦ TIpw stom 
ycTaHOBjieHo , ^to xapaKTep pacnpejjejieHHH cMepTeJibHbix mcxo^ob 
^KMBOTHbix KOHTpojibHOM rpynnbi He HBJiHeTCH HopMaJibHHM, Tor,n;a KaK 

nOJI BJTOHHWeM III VL XLIV COeflMHeHMM OHO CTaHOBMTCH TaKOBHM, ^TO 

25 noxtTBepsgjaeT 3$$eKTMBHocTb nccjiejjoBaHHbix coe^HHeHHii. 

3aimiTHbiM 3$$eKT nccjieEyeMtix coejWHeHHft b OTHOineHMH 
GaKTepwaJibHoii mh^kumm 6bui cpaBHMM c xnencTBHeM HyKJieMHaTa 
HaTpMH / M3BecTHoro cTMMyji^Topa nMMyHo Jiorn^e CKMX peaKU,MM f B TOM 
^HCJie $aromiT03a [JIa3apeBa fl.JI., AjiexMH E.K. CTHMyjiHTopbi 

30 MMMyHMTeTa.- 1985.- 286 c.]. ripn stom 3$$eKTMBHan fl03a 
MccjiextyeMbix coeflMHeHMM Ctuia Ha jjBa nopjiflKa HPDKe, ^eM npenapaTa 

CpaBHeHMH . 

TaKMM obpasoM, coejWHeHMH, cooTBeTCTByioiime oOmefi $opMyjie 

( I ) OOjia^aiOT Bbipa^KeHHblM 3aim4THLIM 3$$eKTOM npoTHB mmkpoGhom 
35 MH^eKUMM . 
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Ta5jiMua 38 

BjTMHHMe HCCJieAyeMIJX COeflMHeHMM Ha pe3MCTeHTHOCTt 

MbimeM k Salmonella sp. 



Tpynnti 

miBOTHUX 


KojiH^ecTBO norpiDiiiMX Mbnneii 


CyTKM nocne 
3apaxeHM« 


KOHTpOJIfc 

1 


T T T 

III 
coefl-Hwe 


HyKjreMHaT 
HaTpwfl 


KOHTpOJIb 

2 


VT TV 
ALi J. V 

Coen-HMe 


1 CyTKM 


1 


1 




6 


3* 2 


2 CyTKM 


4 


I* 1 








3 CyTKM 


1 


1 


3 




1 


4 CYTKM 


1 


2 


3 


2 




5 CyTKM 


1 


1 


1 


1 


5 


6 CyTKM 


2 


2 


3 




2 


7 CyTKM 




2 




1 


1 


8 CyTKM 






1 






CIIEC ( cyTKW) 


3, 3±0, 58 


4, 5± 
\ 0,65* 


4,7+0, 48* 


2, 6±0,71 


4, 0±0, 73* 



5 



CIDK - CpeflHHH npcnOJl^CMTeJlbHOCTb ^M3HM. 

* - AocTOBepHocTb p a 3 jimhmpi no oTHOineHMK) k KOHTpoJibHOM rpynne 
:>KMBOTHbix; * - p<0,05. 

Un^paMM: o6o3Ha^eHti KOHTpojibHHe rpynnu, no oTHOineHHio k kotopum 

10 pa3JIM^HH JDCOCTOBepHH. 

nPMMEP 4 4 

riPOTPIBOBMPyCHAH AKTMBHOCTb 
COEflMHEHWM, COOTBETCTBYI01HMX OEm,Eft OOPMYJIE (I) 

15 

A. 3amnTHHii 3$$eKT coewHeHMH XLIV nppi mh$ g ku.mii f BH3BaHHOH 

BMpyCOM 3HD,e$aJIOMMOKapflMTa 

Mccjie«OBaHMH npoBOjmuiM Ha GecnopottHLix Mbniiax oOoero nojia c 
wcxoflHOM Maccow 10~ 11 r • B KOHTpoJibHOM m onHTHHX rpynnax 
20 McnoJib30BajiM no 30 ^kmbothkix. CoesMHeHMe XLIV m npenapaT 

CpaBHeHMH PMflOCTMH ~ MHXiyKTOp MHTep$SpOHa , BBOflMJIH OflHOKpaTHO, 
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BHyTpn6pioiiiMHHo ^epe3 24 ^aca nocjie 3apa2ceHMH Mbnnefi BHpycoM 
3Hue4>aJioMHOKap^PiTa b ao3ax 30 mkv/kv vl 5, 0 mt/kv cooTBeTCTBeHHO. 
Bnpyc 3Hue$ajiOMMOKap«PiTa bboamjim b fl03e 100 Jlflso- 
npoTHBOBMpycHyio aKTHBHOCTB onpejieJiHJiM no i43MeHeHPiio cpe^Hen 
5 npo«oji^eMTejiBHocTii (CrEK) Mtnneii h cTeneHM 3amMTH ot 

CMepTeJIbHOM BMpyCHOM MH$eKUMM . 

nojiy^eHHHe pe3yjibTaTH npe^cTaBJieHu b TaCjinue 39. noica3aHo, 
^to MCCJie^yeMoe coeflMHeHMe XLIV o6jia«aeT BbipaaceHHOM 
npoTPiBOBMpycHOM aKTMBHocTbio b A03e Ha flBa nopa^Ka HH^ee no 
10 cpaBHeHHio c ^030M npenapaTa cpaBHeHMH . 

TaOjiMua 39 

IlpoTMBOBMpycHaH aKTMBHOCTt. nccnejjyeMoro coeflMHeHM^ XLIV 



rpynnti 

?fCWBOTHBTX 


CTDK, 


BbDKMBaeMOCTfe , 

ft 


CTeneHb 3amMTbi f 

% 


KOHTpOJIfc. 


7,2 


13, 3 


0 


CoeflPiHeHMe 
XLIV 


12, 5 + 


30,3* 


17, 0 


PMflOCTMH 


13, 3* 


82,0* 


68,7 



* - flocroBepHOCTb pa3Jii4^i4H no oTHoniGHMK) k KOHTpojiLHOM rpynne ; 

* - p<0, 05; ** - p<0, 01 

20 B. BjiMHHPie coejiMHeHHH o6meii $opMyjibi (I) Ha Bbipa^ceHHOCTt 

3KcnepnMeHTajib hom rpwnno3How mh$ e ku,hm y Mhimen 

MccjieflOBaHwe npoBoawin Ha OeJiux OecnopoflHbix Muniax oOoero 
nojia Maccofi 8-10 r. Bnpyc rpiinna ^ejioBeica, TMn A, niTaMM Aichi 

25 (aJCJiaHTOMCHan EcpuiKocTb ) , bbojdcmjim MtnnaM MHTpaHa3ajiBHO b jio3e 100 
JIHso. Mccjie.nyejMMe coeflMHeHM III, VI, VIII, XXXIII, XLVII, 
XLVIII, KOTopue bboemjto ^cmbothlim nepopajibHO b Te^eHMe 3-x jmevL 
l\o 3apa)KeHwa 14 10 AHew nocjie sapasKeHwa. B Ka^ecTBe npenapaTOB 
cpaBHeHMH Mcnojib30BajiPi Ap6n,aoji (cneu^M^ecKMM npenapaT) b «o3e 

30 100 Mr/Kr, KOTopbrw BBOflnjiPi 3a 24 m 2 ^aca so m 3 jihh nocjie 
sapaaceHHH, m TMMoreH (HecneuM$MqecKMM npenapaT) b jo;o3e 10 
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mkv/kv, bbootmlim ^KMBOTHbiM no tom :ace cxeMe, ^to m MccJieAyeMtie 

COeflHHeHMH. lip O TMB O BMpyC HyiO aKTMBHOCTb OnpefleJIHJIM no M3MeHeHMKI 

CIEK MHineM m cTeneHM 3amnTbi ot cMepTejibHOM ho3h BMpycHow 

Pe3yjibTaTbi nccjiejiOBaHMH npeflCTaBJieHH b TaOjiMue 40. 
IloKa3aHo, ^to yBejiM^ieHMe CIDK, BbDKMBaeMOCTM m cTeneHb 3am*iTbi 
Han6oJiee BSipa^ceHH npn bbbjxbhvlvl VII coewHeHMH b £03e 500 mkv/kv. 
EIppiMeHeHMe flpyrnx MccjieaoBaHHHX coeflMHeHMM b ,iio3e 50 m 500 
MKr / kp m Apdumojia conpoBoago;aJiocb M3MeHeHweM noKa3aTejieii b paBHOM 
CTeneHM. flewcTBMe TMMoreHa b KaqecTBe npoTMBOBwpycHoro npenapaTa 
Shuio BLipa^KeHo 5ojiee cjia6o . 

TaKMM o6pa30M, npextCTaBjieHHbie aaHHtie cBM^eTejibCTByioT o 
BbipaaceHHOM npoTMBOBMpycHOM BeMCTBMM coe^MHeHMM oOmeM $opMyjiH (I) 

npM SKCnepMMeHTaJIbHOM BMpyCHOM MH$eKUHM y MbUlieil, BH3BaHHOM 

BMpycoM rpwnna ^ejioBeKa, Twn A. 

TaGjiMua 4 0 



npoTMBOBMpycHoe jieMCTBMe coejiMHeHMM o6meM $opMyjibi (I) Ha 
3KcnepMMeHTajibHyio rpwnno3Hyio MH$eKUMio y MtmieM 



rpynnbi 
?kmbothlix, N? n/n 


CII3K, 

JIHM 


BbDKMBaeMOCTb 

% 


CTeneHb 
3amMTbi 

% 


1. KOHTpOJIb -1 


5,76 


16,7 




2 . apCMEOJi 


9, 22* 


43, 4* 


26, 7 


3 . TMMoreH 


8, 02 


30, 0 


13, 3 


4. coeHMHeHwe VIII, 

50 MKT / Kr 


9, 88* 1 


40, 0* 1 


23, 3 


4. coe«MHeHMe VIII, 
500 m.kv/kv 


14, 37** 1 


56, 7* 1 


40, 0 


5. coe«MHeHMe XLVIII, 
50 mkv/kv 


9, 58* 1 


34, 5* 1 


17, 8 


6 . KOHTpOJIb - 2 


9,1 


34, 5 




7 . apbMcoji 


13, 88* 2 


94, 7* 2 


60,2 
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8. coeromeHPie VI, 50 
MKr/Kr 


11, 24* 2 


73, 3* 2 


38, 8 


8. coejiHHeHMe VI, 500 
MKr/Kr 


11, 62* 2 


79, 3* 2 


44, 8 


9. coe«MHeHne III, 50 

MKr/KP 


10, 1 


86, 6* 2 


52, 1 


9. coe^MHeHMe III, 
500 MKr/Kr 


11 , 5* 2 


76, 6* 2 


42,2 


10. coeflUHeHwe XLVII, 
50 MKr/Kr 


13, 0* 2 


83, 3* 2 


48,8 


10. coejjHHeHMe XLVII, 
500 MKr/Kr 


10,0 


79, 3* 2 


44,8 


1 1 . coejctf/iHeHwe 
XXXIII, 

50 MKr/Kr 


9, 09 


63,3 


28,8 


11. coejiMHeHwe 
XXXIII, 

500 MKr/Kr 


11,9 


76, 6* 2 


76, 6 



* - jjocTOBepHocTb pa3JiM^MM no oTHomeHMK) k KOHTpojibHOM rpynne ; 

* - p<0, 05; ** - p<0, 01. 

5 B. BjiMHHMe coecMHeHMH odmeii $opMyjiti (I) Ha penpoayKixiuo BMpyca 
MMMyHo,rxe$i4Li,MTa ^ejicmeKa npH octpom mh$ e kw/lw 

JIHMCjioOjiaCTOMHHblX KJieTOK 

Mccjie^OBaHMe npoBowJiM Ha KyjibType jiMM^oCjiacTOM^Htix kjistok 
10 ^ejioBeKa MT-4 . B SKcnepwMeHTe McnojiB30BaJiM Bwpyc MMMyHOHGcJnLi,PiTa 
^eJiOBeKa, TMn 1, h30jtht BIOT-1/MB17 M3 KOJUieKUMM MHCTHTyTa 
BMpycojiorpiM mm. fl.M. MBaHOBCKoro. J4ccjieja;yeMbie coex&menvLfi oOmeii 
$opMyjiH (I) : III, VI, VI I, bbosmjih b KyjiBTypy KJieTOK b 
KOHueHTpauwHx: 1,0; 0,1 m 0,01 mkt / mji . TIpenapaT cpaBHeHMH - 

15 A3MflOTMMMCHH, BBOflHJIH B fl03e 0,05 MKM/MJI . CoeflMHeHMH BHOCHJ1M B 

Kyjii>Typy kjtgtok MT-4 3a 1 ^ac so bhgcghmh supyca b #03e 1000 
TlIMHso. OueHKy M3Hecnoco6Hoc™ kjistok MT-4 npoBo^MJiM Ha 7 neHb 
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3KcnepnMeHTa . 

Ochobhum napaMeTpoM 3$$gktmbhoctm jieiicTBMH MccjiecyeMbix 

COeflMHeHMW HBJIHJiaCb 3KM3HecnOC06HOCTb KJieTOK. 

B npejiBapMTejibHHx 3KcnepMMeHTax 6buio noKa3aHo, ^to 
MccjiexiyeMbie coexcwHeHM^ b Mcnojib30BaHHbix KOHueHTpaunnx HeTOKcwqHbi 

flJIH JIMM^oOjiaCTOMXlHHIX KJieTOK B KOHUeHTpaUMHX OT 1,0 MKT / MJI H 

MeHee , 

TaSjiMua 41 

BjiMHHHe nccjiesyeMbix coeflMHeHMM Ha »M3Hecnoco6HocTb kjigtok 

MT-4, MH$MUMpOBaHHbIX BWi"l 



l py riiibi 


CoejuMHeHMM 


KneTOK, % 


HeMH$HUMpo B aHHtie 

KJieTKM - 1 





90 


IlH^MUMpO B aHHbie KJI e T KM 

- 1 




10-17 




0, 05mkM/mji 


75* 1 


CoejxwHeHPie III 


0,01 MKT / MJT 


18 


- « - 


0, 1 mkiVkji 


39* 1 


- « - 


1, 0 MKr/MJI 


68* 1 


HeHH^pimipoBaHHHe 

KJieTKM - 2 




88 


Mh$ nu^p o b aHHbie k jie tkm 
-2 




24 


A3 MAO THMMJUm 


0, 01 MKr/MJI 


72* 2 


CoewHeHwe VI 


0,01 MKr/MJI 


45* 2 


- « - 


0 , 1 MKr/MJI 


4 9* 2 


- « - 


1 , 0 MKr/MJI 


54* 2 


Coe^MHeHMe VII 


0, 01 MKr/MJI 


34 


- « - 


0, 1 MKr/MJI 


49* 2 


- » - 


1 , 0 MKr/MJI 


51* 2 
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* - flocTOBepHocTL pa3jiM^MM no oTHouieHMK) k cooTBeTCTByxroeH rpynne 

MH$MUMpOBaHHbIX KJieTOK, * - p<0,01. 

Pe3yjifc.TaTH, npejicTaBjieHHbie b Ta6jiMue 41, noica3biBaioT, ^to 
MccjieflyeMHe coeflMHeHMH oOjiaaaioT 3anu4THHM 3$$eKTOM f Bbipa^ceHHbiM b 
pa3HOM cTeneHM, ot UHTojuecTpyKTHBHoro jugmctbhk BW1-1 b 

KOHUeHTpaUMHX 1,0 VL 0,1 MKT / MJI . IIpM^eM BJIHHHMe COe^MHeHHK III Ha 

coxpaHeHMe ?KM3Hecnoco6HocTM kjigtok 6buio conocTaBmo c jjefrcTBiieM 
npenapaTa cpaBHeHMH - A3M,aoTMMHflMHa. 

nPMMEP 45 

BJ1PWHME COEflMHEHMM OBn^EM ^OPMYJIH (I) HA AKTMBHOCTL HEMTPOOMJTOB 

nEPMcDEPPWECKOM KPOBM 

SKcnepmeHTH npoBOAHJiHCb Ha Mtnnax-caMKax C57BL/ 6 c 
nepeBMTow BHyTppiMHnne^Ho KapuHHOMoit LLC . Aktmbhoctb HeiiTpockHJiOB 
M3Mepnjiacb Ha 11 m 14 cyTKM. 

3Kcnepi4MeHTajibHHe ^MBOTHLie 6buim pa3«ejieHH Ha 4 rpynnu: 

KOHTpOJIb - 5KMBOTHbie C OnyXOJlbK) LLC, 10 EOtBOTHblX; 

acMBOTHtie c onyxojibio LLC + coeflMHeHMe III b «03e 500,0 
MKr/Kr b Te^eHMe 10 nuevL, 8 jkhbothbix; 

>KMBOTHbie c onyxojibio LLC + U,MKjiO(i)oc$aH 5-tm KpaTHO b fl03e 
20,0 mt/kt (^iepe3 48 wacoB) b TeueHMe 10 flHeft, 8 ^mbothhx; 

coewHeHMe III vl u;MKjio$oc$aH no BbnneonMcaHHOM cxeMe, 8 

204BOTHbIX . 

IIpojiojim^TejibHOCTb 3KcnepwMeHTa cocTaBMjia 14 flHeM. 

B TaSjiMue 42 npe^CTaBjreHH pe3yjibTaTbr H3yqeHMK aKTMBHoc™ 
HeHTpo^MjioB y pKMBOTHbix 3KcnepHMeHTajib hlix rpynn. 
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TabJiMua 42 

M3MeHeHwe sktiibhoctm HewTpo^MjioB y Muuiew C57/BL/6 c LLC npn 

COBMeCTHOM M pa3JieJIbHOM BBefleHMM coeflMHeHMe III M LjMKJI04)OC$aHa 



OnHTHHe 
rpynnn 


IlpoUeHT aKTMBHtlX HeilTpO^MJIOB 


tDOH 


11 CyTKPI 


14 CyTKM 


KOHTpOJlb 


22, 4±3, 5 


13, 0+3, 0 


16, 9+1, 8 


CoeflHHeHne 
III 


20, 1±2,7 


9, 3±1,7 


15, 3+4, 3 


D;MKJio$oc$aH 


21, 5±3, 4 


7 , 6±2 , 0 


20, 0±6, 0 


CoejtMHeHMe 
III + u;mkjto$ 


21, 9±4,2 


20, 8±5, 4 


26,0±3, 4* 



* - flOCTOBepHOCTb OTJIH^MM no OTHOUieHHK) K KOHTpOJIIO, p< 0,05. 



10 IloKa3aHo, qTO pa3BMTMe kspumhomh LLC conpoBoamaeTca 

CHraeHMeM ^ncjia aKTMBHbix $opM HeMTpo$MjioB b nepM$epw^ecKOM KpOBM 
3KcnepptMeHTajibHtix ^cmbothbix. Tpynna ^cmbothlix, nojiy^aBinMX co^eTaHO 
coeBMHeHwe III m u,MKJio$oc$aH, xapaKTepH30Bajiacb cymecTBeHHO 
Oojiee bhcokmm ypOBHGM aKTMBHocTM HeiiTpo$HjioB no CpaBHeHMK) c 

15 KOHTpOJIbHbIMM ^CPIBOTHUMM . 

nPMMEP 4 6 

20 BJIMHHUE COEflMHEHMM OEIIIEM OOPMYJIH (I) HA AKTMBHOCTL 

nEPMTOHEAJIbHHX MAKPOOATOB 

I43yMajiw M3MeHeHne aKTMBHocTH nepHTOHeajibHbix MaKpo$aroB (IM) 
nofl BjiMKHMeM i4ccJie,iiyeMHx coeflMHeHiiii. 

25 3KcnepMMeHTbi npoBOflHJiH Ha 6ecnopojiHbix 6ejibix Mumax-caMuax c 

McxoflHOM MaccoM 2 0-22 r, b Kaamoft rpynne Cbuio no 10 jkmbothhx. 
CoeflMHeHMH II 1^ VI, XLIV pacTBopajiH b $M3MOJiorw^ecKOM pacTBope 
(<I>P) . Mccjie^yeMbiG coeflMHeHM^ bboamjim ^cmbothmm nepopaJibHO b 
Te^eHwe 3 AHeft b jgo3ax 50 w 500 MKr/Kr. toBOTHue KOHTpojibHofi 

30 rpynnbi nojiy^ajiH paBHUM oS'beM OP. Mumew 3a6HBaJin ^ e pe3 20 qacoB 
nocjie nocjiejuiero BBeneHMH coeHMHeHMM, 6pioiiiHyio nojrocTb np omlib a jth 
1,5 mji pacTBopa XeHKca, coaep^caBiuero 5 efl./Mji renapwHa. CMtiBa 
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0,1 mji, HHKyOnpoBaJiH b Te^eHne 30 mmh npn 37°C c 0,1 mji 0,2% 
pac-TBopa HMTpocMHero TeTpa30JiHH (HTC) , 3aTeM BeJiajiM Ma3KM. Hcpa 

flOKpaiUMBaJIM 0,1% paCTBOpOM HGPlTpajIb HbEM KpaCHbtM • Pe3yJIbTaTbI 

BupaacmiM b npoueHTax aKTHBHtix kjibtok [Kjiumob B.B., KoJiOBKHHa 

5 T.B- /TeCT BOCCTaHOBJieHMH HMTpOCMHerO TeTpa30JIMR, 

CTMMyjiKpoBaHHbiM nwporeHajioM . / / Jla6. ,D;ejio-1982- N'10- c. 624-625]. 
CTeneHb aKTMBHocTM TIM oueHHBajiH no KOJipraecTBy BKJiio^eHiiPi 
BoccTaHOBjieHHoro HTC ($opMa3aHa) b Sajuiax: 

0 - hot BKJiio^eHHM $opMa3aHa, HeaKTMBHHe IM ; 
10 1 - exiMHPi^Hbie BKJUo-qeHMH $opMa3aHa; 

2 - BKJUO^eHMH 3anojiHHK>T flo 1/3 uwTonjia3MH nM; 

3 - BKJuo^eHMH 3anojiHHK)T 1/2 UHTonjia3MM nM; 

4 - BKjiio^eHHH 3anojiH*noT boo unTonjia3My . 

Ta6jinua 4 3 

15 H3MeHeHHe aKTMBHocTM nepMTOHeaJibHHX MaKpo$aroB 

nojx BJiMHHMGM coeflHHeHPiM oGmeft $opMyjiti (I) 



rpynnu 
Imbothux 


Aktmbhoctb MaKpo$aroB, % 




0 


1 


2 


3 


KOHTpOJTb 


25, 3±4, 2 


35,7±3, 6 


32, 6±3, 9 


6, 4±1, 4 


CoeflMHeHwe 

XLIV, 

50 MKT / Kr 


23, 9±4, 4 


37, 3±3, 4 


34, 9±5, 9 


5, 4+2, 0 


CoejiHHeHMe 
XLIV, 500 
MKr/Kr 


17, 4±2, 5* 


37, 3+3, 9 


35, 8+4,4 


9, 4±2, 9* 


CoeHMHeHwe 
III, 50 
MKr/Kr 


11, 6±2, 8* 


27, 5±2, 5* 


44, 6±1, 9* 


15, 8±3, 3* 


CoenHHeHwe 
III, 500 
MKr/Kr 


12, 8+1, 3* 


31, 3±2, 3 


46, 0±2, 6* 


10, 9±2, 1* 


CoenMHeHMe 
VI, 50 MKr/Kr 


17, 9±1, 4* 


30, 9+3, 0 


40, 3±2, 1* 


10, 4±1, 9* 
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CoejiMHeHMe 


20, 3±3, 4 


37, 9±3, 1 


34, 0±4, 0 


7, 1±2, 0 


VI, 500 










MKT / Kr 











*- flocTOBepnocTb pa3Jin^MH no oTHouieHMio k KOHTpoJibHOM rpynne ; *- 
p<0, 01 . 



5 Pe3yjibTaTbi TabJiMUbi 4 3 noKa3braaK>T, *jto nccjie,aoBaHHbie 

coeflMHeHMK y b e jim^mb aioT jjojiio aKTMBHbix MaKpo$aroB 3a c^eT chotghmh 

KOJIM^eCTBa aKTMBHblX $OpM. IIpM^eM COe JJHHeHHH III 3TO JiePlCTBliB 

BbipaxceHo npM Mccjie^OBaHMM oCohx ao3 BemecTBa, Tor,aa kbk y 
coextMHeHMH XLIV 3$$eKT Gojiee BbipaaeeH npn Mcnojib30BaHMM no3U 500 
10 mkv/kv, a y coeflMHeHMH VI - 50 MKr/icr. 

TaKPiM o5pa30M, MccjiejxoBaHHbie coeflMHeHMfl oSjiaaaioT 
cnocobnocTbio yBejiH^HBaTb gojiio aKTMBHbix $opM MaKpo$aroB, ho b 
pa3Hbix no3ax. 



15 nPPIMEP 47 

BJIHHHP1E COEflMHEHMH OEIHEM OOPMYJIH (I) HA M3MEHEHHE COOTHOIHEHM^ 
nPOCTAIIMKJIMHA VL TPOMEOKCAHA y MHHIEI4 C KAPIJPlHOMOil HETKMX 



20 OnbiTbi npoBO^MjiM Ha Mbnnax-caMuax C57B1 Maccon 18-20 r. 

IlepeBMBKy KapuMHOMbi jierKMx Jlbrowca (3-h reHepauMH) npoBoouiM no 
o6menpMH^TOM MeTonMKe [3KcnepwMeHTajibHa;i ouemca 

npoTMBOonyxojieBbix npenapaTOB b CCCP m CIIIA./ no« pe,u. Co$bMHoii 
3. II., CbinKMHa 3. II., rojijjMHa A., KjiaiiHa A. - M.- MewuMHa.- 

25 1980.- 296c.]. Ka^cjctoii rpynna BKJiio^ajia 8 jkmbothux. CoenMHeHMe III 
BBOjjMjiH Ha^MHaa nepe3 2 4 Maca nocjie nepeBMBKM onyxoJiH b nnTbeBOM 
BOAe M3 pac^eTa 500 mkt / Kr b cyTKi*. 

OnpeflejieHne TpoM6oKcaHa A 2 vl npocTauwKjiMHa npoBOflHjiw no 
MeTojmiKe, oniicaHHOM b npMMepe 35. Ha 24 cyTKM 3KcnepMMeHTa 
30 jkhb o THbix 3a6MBajiM m onpe nejitum Mccjie^yeMbie napaMeTpbi 

Ppynnbi ^mbothhx: 

1 rpynna - kohtpojib MHTaKTHtiw . 

2 rpynna - MbmiH c nepeBHTOM KapuwHOMow JTbioMca . 
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3 rpynna - mlhiim c nepeBMToii KapmiHOMOM JLbionca + coejWHeHMe III, 



TaGrama 44 

M3MeHeHMe MeTa6ojin3Ma apaxM^OHOBOM kmcjiotej y MtimeH c nepeBMTOM 

5 KapUMHOMOM JIblOMCa nOJO. BJIHHHMeM COeflHHeHHH III 



rpynnu 


up o c t a UMKJIHH 


TpoM5oKcaHa A 2 


CooTHomeHne 6- 

KeTo-nrFi a 

TXB 2 


1 rpynna 


8, 9±0, 42 


5, 98±0, 30 


1, 5±0, 05 


2 rpynna 


4, 57±0, 07** K 


7, 60±0, 31* K 


0, 60±0, 03** K 


3 rpynna 


5, 80±0, 75* 2 


7, 23±0, 18* K 


0, 80+0, ll* z 



*- ^ocTOBepHocTb pa3Jin^MM Meaqjy rpynnaMw: K - KOHTpojibHan 
rpynna 2 - 2-h rpynna; * - p < 0,05; ** - p<0,01. 



10 flaHHbie, npejiCTaBJieHHbie b TaGjiPiue 44, cBmjeTeJibCTByioT, *ito y 

MtnneM c nepeBMTow KapuwHOMow Jlbionca b 1,4 pa3a noBuraeHO 
cojjepacaHHe TpoMOoKcaHa A 2 , b flBa pa3a chu^kgho o6pa30BaHwe 
npocTauMKJiMHa, m coot Home Hue npocTau,HKJiHHa k TpoMCoKcaHy A 2 . 
BBeneHMe ^cmbothlim coenMHeHMH III npuBOEUT k noBHnieHHK) y Mbnneft c 

15 nepeBMTOM KapuwHOMOM JIbioHca o6pa30BaHMH npocTauMKJiiiHa m 

COOTHOUieHMH npOCTaiJ,MKJIMHa K TpOMCOKCaHy A 2/ a TaK3Ke CHM^CeHKIiO 

CMHTe3a TpoMSoKcaHa A 2 . 



nPMMEP 48 

20 M3Y^EHI4E BJIPWHMH COEflMHEHMM OEmEM OOPMyJIH (I) HA PA3BMTME 

nOCTPECCOPHHX COCTOHHMM V MbTTHEH 
MccjieBOBaHMH npoBO,n;HJiH Ha MH6pe«Hbix MLffliax-caMuax jimhmm Balb 
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c mcxoxchom Maccow 16- 18 r. B KasKXtOH rpynne Mcnonb30BaHO no 12 
^aiBOTHbix. fljia pa3BMTMH 3MOHau,HOHajibHo- > n;BHraTeJibHoro CTpecca 
Mcnojib30BajiH Mo^ejib njiaBaHMH ™othhx b Tenjion BO^e b Te^eHwe 2 0 

MMHyT . Pa3BI4TMe CTpeCCa OIJ,eHHBaJIM no aKTMBHOCTM eCTeCTBeHHHX 
KHJIJTepHMX JlMM$OUMTOB ( HK- KJieTKH ) VL no $yHKUMOHMpOBaHMK) CMCTGMLI 

HHTep$epoHa [Cyxwx T.r., Hocmk H.H., napuiHHa O.B., BaHLKo JI.B., 
MeepcoH 0.3. , EpmoB O.M. / B3aMMOOTHonieHMe CMCTeMH ecTecTBeHHOM 

KJieTO^HOM UMTOTOKCM^HOCTM J/1 CMCTeMH MHTep$epOHa npM 

mmmo © vljlvl 3 a i\vl o hh om CTpecce.// Biojiji. 3Kcnep. 5moji.- 1984.- . - 
o c. 593-595] . 

AKTMBHOCTb HK-KJieTOK onpesejiajiii b TecTe ocBoCoKJieHMH H 3 - 
ypnxtMHa M3 MeqeHHbix KJieTOK-MHiiieHeH YAC-1 (KJieTOMHan jiMM^oMa 
Mbjnin, no^epMBaeMan nacca^caMM in vitro bo B3Becw b cpejje RPMI- 
1640 c 10% $eTajibHOM clibopotkm) . B KjieTO^Hyio B3Becb b 

5 KOHUeHTpaUMM 1 MJIH. KJieTOK /MJl BHOCMJIM H 3 -ypHflHH (3-5 

MKiOpM/KJI. /MJT) Ha 60 MMH npi4 BCTpHXMBaHMM C PlHTepBaJIOM B 15 MMH C 

nocjie^yioimiM o tmhb aHMeM cpejxovL. 

MCTO^HMKOM HK-KJieTOK CJiy^KMJIM CnjieHOUHTbl MLnnefr, KOTOptie 

nojry^ajiM MeTojiOM [Nossik N.N., Bopegamage S.A., Yershov F.I. / 
20 Properties of interferons produced by different cell 

populations.// Acta microbiologica Hungarica.- 1988.- vol. 35.- 

Iss 4 .- pp. 397-403] . 

npn MccjienoBaHHPi wHTep$epoHOBOM peaKUMW cnjieHOiwroB MLnnen 

KJieTKM cejie3eHKM noMemajin b MHKySauMOHHyio cpejiy (cpejia 
25 RPMI 164 0+10% $eTaJTbHOM clibopotkm kopob) , aobohhjim: ho 

KOHueHTpauMM l-3xl0 B KJieTOK/MJi vl MHKy 6wpo b ajiM npvL 37°C b Te^eHwe 

24 yacoB, B Ka^ecTBe MHjiyKTopoB MHTep$epoHa Gujim wcnojib30BaH 

BPipyc 6ojie3HH HbioKacjia (mh^ykumh a-MHTep$epoHa) vl mhtopoh orA 

PiHjiyKUMM y-piHTep$epoHa [Nossik N.N., Bopegamage S.A., 
30 Yershov F.I. / Properties of interferons produced by different 
cell populations.// Acta microbiologica Hungarica.- 1988.- 
vol.35.- Iss 4.- pp. 397-403]. 

yKMBOTHbie Gluih pa3,uejieHM Ha 4 rpynnH no 36 MHnien b KaTOOM. 

1 rpynna - MHTaKTHue xcuBOTHtie, He nojjBepraBiuiiecH CTpeccy vl 
35 nojiy^aBuine $M3MOJiorn^ecKMM pacTBop (OP) . 

2 rpynna - kmbothhs , KOTopue 6luim noflBeprHyTH cTpeccoBOMy 
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B03«eMCTBPiK) vl nojiyqaBini-ie <X>P. 

3 rpynna - ^iBOTHbie, nojaBeprHyrHe crpeccoBOMy B03jxeMCTBMio w 
nojiyMaBiune coeflUHeHiie III. 

4 rpynna - xoiBOTHHe, no^BeprHyTMe cTpeccy vl nojiy^aBiune 
5 coejxvmenvie XLIV. 

PIccjiexiyeMbie coeOTeHMH b fl03e 50 iakv/kt vl OP bboxiiijih 
5kpib o t HbiM nepopajibHo qeTHpexKpaTHo no cjie^yiomeii cxeMe: b Te^eHne 
2-x nnevL no cTpeccoBoro bo3hsmctbmh (nepBoe vl BTopoe BBejxeHwe) , 
3a xxBa ^aca no cTpecca (TpeTbe BBeneHwe) vl qepe3 24 qaca nocjie 
10 TpeTbero BBejieHHH (^eTBepToe BBe^eHMe) . 

AKTMBHocTb HK-KjieTOK vl MHTep$epoHOBHM cTaTyc onpe,n;ejiHjiM B 
^MHaMWKe - ^epe3 4 qaca nocjie CTpecca, qepe3 cyTKM , a 3aTeM Ha 
5,7 vl 10 cyTKK . 

15 Ta6JiMua 4 5 

M3MeHeHMe aKTMBHOCTM HK-KJieTOK YLOJX BJIKTHHMeM 

c o sjxvlh e hum o6meM $opMyjiH (I) 



Bper/m nocne crrpecca, cytkm 


Ppynnbi 

>KMBOTHblX 


0,16 


1 


5 


7 


10 


1. KOHTpOJlb 
MHTaKTHbIM 


81 ±0,82 


79±1,32 


79±0,99 


76±0,66 


80±0,99 


2. CTpecc 


57,3±0,82*** 1 


39±1,48*~ 13 


68,3±1,65 


76,5±0,49 


71.7+2.46* 1 


3. CTpecc + 
coeflMHeHiie III 


68,5±0,99* 12 


69,3+1 ,81 *** 2 


79±1,46 


69,3+4,85 


77+1,98 


4. CTpecc + 
coeflMHeHne 
XLIV 


69,5±1 ,32" 2 


61 ,5±2,64* 1 ' 2 


71±0,82 


67,7±3,95 


77,5±1,65 



20 *,* + - .iiocTOBepHocTb pa3JiMHMM; uw$paMH o6o3Ha^eHbi rpynnn, no 

OTHOUieHMlO K KOTOpUM pa3JTM^[HH flOCTOBepHH; 

* - p < 0,05; ** - p<0,01 

25 Pe3yjibTaTbi, npejicTaBjieHHbie b TaOJinue 45, noKa3hJBaioT, ^to 

BBexteHMe Mccjie^yeMbix c o qjxvih e hm npecoTBpamaeT cnvmeavie 

aKTMBHOCTM HK— KJieTOK, BbI3BaHHOe CTpeCCOM. KpOMe 3TOTO, BBe^eHMe 
3KMBOTHHM COeTOHGHMM YipVLBOUVLT K HOpMS npORy KD.MI0 a-MHTep$epOHa VL 

noBuinaeT npo^yKUMio y-MHTep$epoHa (TaOJiMua 4 6) . 
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TaCjinua 4 6 

BjiHHHMe MccjieAyeMLix coeflMHeHMM o6mefi $opMyjiLi (I) Ha nposyKUHio ot- 
5 vl y-HHTep$epoHa cnjieHOUMTaMM Mtnneii b nocrcTpeccoBLix ycjiobmhx 



BpeMH nocjte ctpecca, cyTKH 


rpynnti 

3CMBOTHHX 


0 


0,16 


1 


5 


7 


10 


a-MHTep<i>epoH, en/Mn 


KOHTpOJlb 
HHTaKTHUH 


160 


160 


80 


160 


160 


160 


CTpecc 


160 


10 


10 


16 


32 


16 


3 . CTpecc + 

coejiMHeHMe 

III 


160 


10 


10 


160 


160 


160 




4 . CTpecc + 

coejiHHeHHe 

XLIV 


160 


10 


80 


80 


100 


140 


y-MHTep$epoH, ea/iin 


KOHTpOJlb 
MHTaKTHbIM 


40 


40 


32 


40 


40 


40 


CTpecc 


80 


20 


40 


40 


10 


10 


3 . CTpecc + 

coe«MHeHMe 

III 


80 


80 


32 


32 


320 


80 


4 . CTpecc + 
coenMHeHHe 
1 XLIV 


80 


20 


320 


40 


32 


32 



IlpoflyKUMH HHTep^epoHa cnjieHouwTaMH 8 MHuiett Ha Ka^ayio To^Ky 

10 H3MepeHHH. 

TaKMM o6pa30M, y jkmbothhix, KOTopm bbobmjih MccjiesyeMbie 

coeflMHeHMH, nocjieflCTBHH cTpeccoBOM peaKUMM 6hjim MeHee BtipasKeHfci, 
^eM y MKoiieii , mx He nojiy^aBiiiMx . 
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nPMMEP 49 

PICCJIEflOBAHME BJIPLHHPIH COEflHHEHMM OEEiEM OOPMYJIH (I) HA MHTOrEH- 
MHflyUMPOBAHHYIO EJIACTTPAHCOOPMAI^PIK) JIMMOOUMTOB 

5 

fljia npoBe^eHPiH peaKurai CjiacTTpaHc^opMauMM ncnoJib30BajiM 
jihm^oumth ^ejiOBeKa [KncejieBa E.n., liBenCax A.C., TojibflMaH E .PI. , 
rinrapeBa H.B. /PlcnoJib30BaHne MMKpoMeTo^a sjih n3yneHMH 
6jiacTTpaHc$opMaunn jihm$oujhtob qejiOBeKa n echbothbix// 

10 PlMMyHOJiorMH.-1985.-Nsl.- CTp. 76-78]. KpoBb (IOmji) SpajiM b 
cTepujibHLrii mnppiu, cozcep^caimifi renapHH (KOHe^Haa KOHueHTpamia 25 
en/MJi) pi MHKy6pipoBajiH ajih oca^eHMa spuTpouMTOB (60-90 mmhyt npn 
37°C) OTGMpajiM cjtom jieJfocomiTapHoii cycneH3Mi4 m noflc^MTUB ajiM 
KOJiH^ecTBo nspoconep^aumx KjieTOK. nojiy^eHHbie TaKMM o6pa30M 

15 KJieTKM HHKy6HpoBajiH b Te^eHwe 72 qacoB bo BJia^HOM aTMOC$epe c 5% 

C0 2/ npw 37°C b jiyHKax njiaHmeTOB jijih MMMyHOJiorpraecKiix peaKUMM b 
cpejje RPMI-164 0, cojiep^cameM 15% 3M6pMOHajibHOM Tejunibeii: 

CLIBOpOTKH, 50 MKr/MJI HeOMMUMHa (oOteM I4HKy5aU,MOHH011 CMeCM 0,15 

mji) . B Ka^myio JiyHKy bhocmjim 5 x 10 5 kjigtok . JtoKyOaumo npoBOflHJiM 
20 b npMcyTCTBHM MUToreHa - 4>MToreMarrjiio™HMHa (OIA) («Sigma») 
(13,3 MKT / mji ) mjih KOHKaHaBaJiMHa A (KohA) («Sigma») (13,3 mkiVmji) 
m b ero oTcyTCTBMe; c jctoOaBjieHHeM PiccJienyeMtix coeflMHeHnw b 
pa3Hbix KOHueHTpaawflx m 6e3 hmx. 3a 16 qacoB jxo OKOH^aHMH 
MHKy6auwM b jiyHKM bhocmjim no 2 mCi H 3 - TUMMjuiHa b cpeae RPMI- 
25 1640. Tlocjie 3aBepuieHMH BpeMeHM Kyjib TMBMpoBaHMH KJie'To^Hyio 
cycneH3Mio b oGtewe 0,15 mji H3 Kaxmow JiyHKM nepeHoc^jiM Ha 
6yMa^cHue $MjibTpti FN-8. (DmibTpu BticyniMBajui, o tmlib a jim 2 pa3a no 5 
MMHyT $M3Piojiori4^ecKHM pacTBopoM, 3aTeM b 5% TXy 2 pa3a no 60 
MMHyT. nocjie BbicyuiMBaHMH npoc^MTHBajiM pajiMoaKTMBHOCTb npo5 B 

30 CUMHIXMJlHTOpe 2KC~8 Ha C^eT^MKe. PlHJieKC CTHMyjTHUMM paC^HTHBaJIM KaK 
OTHOUieHHe pa^HOaKTMBHOCTM npo6H C MMTOr eHOM K paflMOaKTMBHOCTM 

npoOn 5e3 MMToreHa. 

Pe3yjibTaTbi, npescTaBjieHHue b Ta6jinuax 4 7 h 49 
cBMjxeTejibCTByioT o cTMMyjinpyiomeM bjimhhhm BemecTBa XL IV h III Ha 
35 peaKUPoo 6JiacTTpaHC$opMauwpi jimm^ouhtob ^ e jioBeKa. npw^eM 
HadJiioxtajTOCb ycMjieHwe peaKUMM, piH^yuiipoBaHHOM KaK OIA TaK m KohA. 
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BjiHHHMe coeflMHGHMH XLIV Ha orA-HHflyuMpoBaHHyio 6jiacTTpaHC$opMauMio 

jihm$ou,htob ^ejioBeKa 





KoHueHTpauMH 

coejiHHeHHe 
XLIV, Mojib/ji 


MMToreH 


PaflMOaKTMBHOCTb , 
KOJIWdeCTBO 

HMTiyjibcoB 3a 20 
ceK. 


C TPlMyJI H LJ,I4vI 


1 


KOHTpOJlb 


- 


139±51 






3085±166 


22, 2 


2 


10"" 




261±100 






3830+286* 


14,7 


3 


10"' 




300±107 




+d>rA 


2960±210 


9,9 


4 


10"° 




150+33 




+orA 


4414+570* 


29, 6 


5 


10"° 




132+13 




+<srA 


2999+213 


23, 2 


6 


10" 




301±103 




+d>rA 


3276±225 


10, 9 



Ta6jiMua 48 

BjIMHHMe COejIMHeHMH III Ha KOHKaHaBaJIMH A MHjiyuMpoBaHHyio 
6jiacTTpaHc$opMauKio jimm$oumtob ^ejioBeKa 



N' 


KOHlieHTpaUMH 

coe«MHeHne 
III, Mojib/ji 


MMToreH 


PaflMOaKTHBHOCTb , 
KOJIH^eCTBO 

MMnyjibcoB 3a 2 0 
ceK . 


MHneKc 

CTMMyJIHUMM 


1 


KOHTPOJIH 




317+88 




+KohA 


941+113 


2, 97 


2 


10" a 




234±36 




+ KohA 


849±133 


3, 63 


3 


10" 




478±35 




+ KohA 


1483±67** 


3, 10 


4 


io-° 




408±75 




+ KohA 


1922+248** 


4,71 


5 


10" 3 




467±109 




+ KohA 


| 1562+134** 


3, 34 


6 


lo- 1 




274+28 




+ KohA 


1197+97 


4, 37 


7 


10" J 




330+105 




+ KohA 


680+82 


2, 06 
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TaSJiMua 49 

BjiM^HMe coe^MHeHMH XLIV Ha OjiacTTpanc^opMauHio jimm$oumtob 

^ejioBeKa 





KoHueHTpauMH 

coeEHHeHKEe 
XLIV, Mojis/ji 


MMToreH 


PaflMOaKTMBHOCTb , 
KOJlPI^ieCTBO 

MMnyjibcoB 3a 20 


MHjxeKC 


1 


KOHTpOJIfe 




TCI J./1 -3 




+ KohA 




2, 94 


2 


10~ d 




233±54 




+ KohA 


971+44 


4,17 


3 


10" 




242+19 




4-KohA 


1786±241* 


7, 38 


4 


10"° 




2 89±52 




+ KohA 


1963±205* 


6, 96 


5 


10"^ 




339±32 




+ KorA 


1695±139* 


5, 00 


6 


10" 




322+38 




+ KohA 


1259+90 


3, 91 


7 


io- 5 




356+51 




+ KohA 


1072±135 


3, 01 



flaHHue, npeflCTaBJieHHHe b npHMepax 4 1-4 9 , ^ito HccjieayeMbie 
coex^HHeHHH oOiiaflaioT MMMyHOMo^yjinpyioiueH aKTMBHOCTbio, ^ocTOBepHo 
MHrMOnpyioT pocT nepeBMBaeMofr onyxojiM m npouecc ee 

MeTaCTa3MpOBaHMH f nOBBUnaiOT pe3MCTeHTHOCTb EOlBOTHblX K MMKpO&HblM M 
BMpyCHbIM MH$eKUMHM. 

Bee npwBejxeHHHe Bbniie HccjiecoBaHHH noKa3HB aioT , qTo 
coejxMHGHMH HacTonmero M3o6peTeHMH npo^BJinioT BBimeyKa3aHHyio 
6nojiorM^ecKyio aKTMBHOCTb b co3ax Ha 2-3 nopncKa HM«e no 

CpaBHeHMIO C HSBeCTHHMM npenapaTaMM, MCnOJIL30BaHHHMM flJIH 

cpaBHeHMH npn npaKTM^ecKM onMHaKOBOM 3$$gktmbhoctm . 

flajiee npeacTaBJieHbi npMMepLi JiefcapcTBeHHtix <£opM, b kotoplix 
MoryT npHMeHHTbCH coextMHeHMH oSmew 4>opMyjibi (I) . 

nPPIMEP 50 

nPMMEPH JIEKAPCTBEHHHX S>OPM 
A. yKejiaTMHOBue Kancyjiu. 
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CocTaB BBOflMMoro b Kancyny nopouiKa: 
CoeflMHeHMe, cooTBeTCTByiomee oGmen $opMyjie (I)- 



1-35 Mr, 
50 Mr, 



KpaxMaji 



100-200 Mr. 



YKa3aHHbie Bbiuie MHrpeBweHTU CMeiiiMBaioT m CMecb bbojjht b 
TBep^Bie ^cejiaTMHOBHe Kancyjnti b KOJiw^ecTBe 151-285 Mr. 
E. TaGjieTwpoBaHHaK $opMa. 

Ta6jieTMpoBaHHyio $opMy nojiymaiOT, Hcnojib3ya npHBeaeHHbie HH^ce 
MHrpeflMeHTbi: 

CoeflMHeHMe, cooTBeTCTByiomee oGmen $opMyjie (I)- 1-35 Mr, 

KpaxMaji KapTo$ejiBHbiM - 100 Mr 

riOJIHBMHMJinHppOJTOflOH - 1 0 Mr 

MarHMH cTeapaT - 2 Mr 

JlaKT03a - 48-82 Mr 

Aspocmi - 5 Mr 

KoMnoHeHTH cMeniMBaioT m npeccyioT rjix o5pa30BaHHH Ta6jieTOK 
BecoM 2 00 Mr Ka^an. 

B. A3po30JibHan $opMa . 

CocTaB a3po30JibHoii cMeoi, pacCTMTaHHoii Ha 10 npweMOB : 
CoexuPiHeHMe cooTBeTCTByiomee o6men <$opMyjie (I) - 10-4 0 Mr 
Martina cyjib$aTa - 150 Mr 

JlaKT03a - 110-140 Mr 

CoejiMHeHMe cmguimb aioT c HanojiHHTeJiHMM vl noMemaioT b 
cneuwajibHoe ycTpoMCTBO hjih pacntureHMH. 

r. Cynno3MTopwM. 

B Ka^ecTBe cynno3HTopHo£i ochobh MoryT btrrb wcnojib30BaHti: 
ochobu, He pacTBopMMue b BOfle - Macjio KaKao; 

OCHOBH, paCTBOpMMHe B BOJXe MJIM CMeiUMB a GMbie c bo^om - ^cejiaTMHo- 

rjiimepMHOBHe mjim nojiwsTPtneHOKCJiEHHie; 

KOM6MHHpOBaHHHe OCHOBLI - MbUTbHO- TJIMUepHHOBbie . 

npMMep cocTaBa cynno3HTopi4;i : 
CoextKiHeHPie cooTBeTCTByiomee 
oGmeM c£>opMy\ne (I) - 1-35 Mr 

Macjio KaKao - KojiM^ecTBo HeoSxoflMMoe juih 



IIpM Heo6XOJlMMOCTM B03M03CHO M3rOTOBJieHHe peKTaJIbHfelX , 



nojiy^eHwa cynno3HTopHH . 
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BamHajifeHHX m ypeTpajibHHX cynno3prropneB c cooTBeTCTByoiu<iMJi 
HanojriHMTejiHMM . 
R. Ma3n. 

B Ka^ecTBe Ma3eBOM ochobli MoryT Ohtb Mcnojib 30BaHH i 
5 yrjieBojiopo^Hbre Ma3eBbie ochobh - Ba3ejiMH 6gjiuPl vl ^cejiTHM 
(Vaselinum album, Vaselinum f lavum) , Ba3eJiiiHOBoe Macjio (Oleum 
Vaselini) , Ma3b SeJiaa n HCHEKaH (Unguentum album, Unguentum 
f lavum) , a b Ka^ecTBe .uoSaBOK mix npnnaimji 6oJiee njioTHofi 
KOHCMCTeHUMH TBepjxbrii napa$wH vl bock; 
10 aOcopOTMBHbie Ma3eBue ochobli - rncpo$MjibHfciM Ba3ejiMH (Vaselinum 
hydrophylicum) , jianojiMH (Lanolinum) , KOJibjjKpeM (Unguentum 
leniens ) ; 

Ma3eBHe ochobh, cMUBaeMbie bosopi - rM^poJ)MJibHa^ Ma3b (Unguentum 
hydrophylum) ; 

15 BojxopacTBoppiMbie Ma3eBbie ochobh - nojiM3TMJieHrjiHKOJieBaH Ma3b 
(Unguentum Glycolis Polyaethyleni ) , OeHTOHMTOBue ochobh m 
£pyrne . 

IIpHMep cocTaBa Ma3i4: 
CoecMHeHPie, cooTBeTCTByiomee oOmen $opMyjie (I) - 0,1-0,5 r 
Ba3ejiMH - 10 r 

Ma3M H3roTaBjiMBaioT no cooTBeTCTByraueM TexHOJiomw. 

20 E. PaCTBOp flJIH HHTDeKUMM. 

B Ka^ecTBe pacTBopMTejin npn npMroTOBjieHMM pacTBopa jxjih 
MH^eKUHii MoryT 6HTb Mcnojib30BaHH - 0,9% pacTBop HaTpwn xjiopwja, 
BHCTHjTJiMpoBaHHyio BOfly, pacTBop HOBOKaMHa. OopMa BbinycKa - 
aMnyjibi, cJmaKOHH, mnpi4u,-Tio5i4KM, «insert», 
25 CocTaB pacTBopa jxjih wHteKmiii: 

Coe^MHeHwe, cooTBeTCTByjEoui.ee oCmen $opMyjie (I) - 1-5 Mr 
Bona j5MCTMJijiMpoBaHHa« - 1-2 mh 

B03M03KHO M3rOTOBJieHPie pa3J!HtiHHX JieKapCTBeHHHX $opM JXJ1R 

MHnbe kumm - cTepMjibHbix pacTBopoB, cTepmibHHx nopoinKOB M TabJieTOK. 



nPMMEP 51 

30 BAPMAHTH nPMMEHEHMil COEflMHEHMfl OBIUEM 

OOPMyjIH (I) B COCTABE KOCMETM^ECKMX CPEflCTB 
A- JIOCbOHH. 
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CocTaB jie^eCHo-KocMeTHMecKoro jiocbOHa : 

CoeroiHeHMe, cooTBeTCTByiomee o6men $opMyjie (I) - 0,1-1 r 

OTflyuiKa - 0,5-1,5 r 

CnMpT 3THJIOBLIH 60°-70° - 100-150 MJI 

JlocbOHtr H3roTaBjiMBaioTc^ no oSlmhom TexHOJiorMM c noKa3aTejieM 
pH= 5, 5-6, 0 • 

B . KpeMM . 

CocTaB jieyedHo-KocMeTM^ecKoro KpeMa : 

CoeflHHeHHe cooTBeTCTByouee o6meii $opMyjie (I) - 0,1-1 v 

OjiMBKOBoe Macjio - 8-10 r 

TpM3TaHOJiaMMH - 1 V 

PjiMuepMH - 3-5 r 

BeH3oaT HaTpMH - 1-2 r 
OT^yuiKa - 1-1,5 r 

JIaHOJiMH - 2 0-25 r 

Bona - no 100 r 

KpeMLI M3rOTaBJIMBaK)TCH no COOTBeTCTByiOmeH TeXHOJIOTMH. 
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OOPMyjIA H30EPETEHHH 

1. npoH3BonHbie nenTHcoB oSmew ^opMyjiu I. 

R 1 -(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 (I), 
I 

R 2 

mjim mx ^apMaueBTPiqecKM npneMJieMMe cojim, rjnce R a npencTaBjuteT 
co6oh aTOM BOfloposa mjim Ci-C 3 -yrjieBoaopoflHbiM patfMKaji, 3aMemeHHbifi 
$yHKUHOHajibHOM rpynnoii, BbiSpaHHOM M3 aMHHO-, Ci-C 5 -aMMflo- f C1-C7- 
ypeTaHo- vljivl Kap6oKCMJibHOM: rpynn, npn^eM Kap6oKCMjibHa* rpynna 
Mo:aceT 6biTb 3TepM$>iuMpoBaHa, a aMMHorpynna MoaeeT SntTb 3aMemeHa 
aixHjibHHM 3aMecTMTejieM mjim 3$npoM yrojibHOM kmcjioth; mjim Ci-C 3 
yrjieBoj^opoflHHM paroncaji, o^HOBpeMeHHo 3aMemeHHbM aMMHo- vl 
Kap6oKCMjiLHow rpynnoM, npM^ieM KapOoKCHjibHan rpynna MO»:eT StiTb 
3Teppi$>mMpoBaHa, a aMMHorpynna moecgt StiTb 3aMemeHa auwjibHbiM 
3 aMSCTPlT e JISM MJIM 3$npoM yrojibHOM kmcjiotli; MJIM C1-C3- 
yrjieBOflopojjHHM pa^Micaji, 3aMemeHHbiM mhjxo Jib hum ocTaTKOM vljivl 5-6 

^JieHHOM HaCbimeHHOK VLJIVL HeHaCbHUeHHOft lJ,MKJIM*ieCKOM VLJIVL 

reTepouMKjiw^ecKOM rpynnoft, npn^eM yrjieBOflopo^Hufi pajWKaji Mo^ceT 
cosep^aTb ojmoBpeMeHHo aMMHorpynny cBoOoxcHyio mjim 3aMemeHHyjo 
auHJibHbiM 3aMecTMTejieM mjim 3$MpoM yrojibHoii kmcjiothi; R 2 
npejiCTaBJineT coGoh aTOM BOEoposa vljlvl $yHKUMOHajibHyio rpynny, 

Bbl6paHHyiD VL3 KapOOKCMJia, KOTOpbIM M03KGT 6bITb 3TepM$MuwpoBaH; R 3 

npe^CTaBJiaeT co6om vlhrojl vljlvl ero MeTMjibHoe m/mjih rwflpoKCMjibHoe 
npoM3BOflHoe, npnqeM rM^poKCMjibHatf rpynna MoaceT GbiTb auMjiMpoBaiia, 
ajiKMJiMpoBaHa mjim apajiKMjiMpoBaHa; 5-6 ^jjieHHbie HacbimeHHbie vl 
HeHacbnneHHbie uMKjiMuecKMe vl reTepouMKjiM^iecKMe rpynnu, coflep^camne 
KMCJiopofl, cepy vl/ vljlvl 1-3 aTOMa a30Ta, vljlvl mx MeTMjibHbie 
npoM3Bc,UHbie; aTOM BOflopofla mjim Ci-C 3 -yrjieBojj;opoflHbiM pa^MKaji, 
3aMemeHHbiM ^yHKixnoHajib hom rpynnoM, Bti&p shhom m3 smmho — , C1-C5- 
aMUflo-, Ci-Ci-ypeTaHo- mjim KapCoKCMjibHOM rpynn, npw^eM 
Kap6oKCMjibHa« rpynna MoaceT 6htb 3TepM$MUMpoBaHa, a aMMHorpynna 
Mo:KeT 6HTb 3aMemeHa auMJibHHM 3aMecTMTejieM mjim 3$mpom yrojibHOM 
kmcjiotm; vljlvl C1-C3 yrjieBosopoflHLiM pajjMKaji, oflHOBpeMeHHo 
3aMemeHHHM aMMHo- m KapGoKCMjibHOM rpynnoM, npw^eM KapboKCMJibHan 
rpynna MoaceT GtiTb 3TepM$MuwpoBaHa f a aMMHorpynna MoaceT Cbitb 
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3aMemeHa amuibHtiM 3aMecTMTejieM hjim 3$npoM y fojib hom khcjioth, n=0- 
4, ia= 1 - 5 , npM ycJTOBMPi , ^to Kor^a Ri=-NH 2/ n=2-3 , m=l , R 2 =H, to R 3 
He o3Ha^aeT -4-iiMMea30JiMJi, -3- ( 5-OMe-MHeojiixiJi) , -3- ( 5-OH- 
hhjiojimji) ; Korea Ri=-NH 2 , n=4-5, m=l, R 2 =-H, to R 3 He o3Ha^aeT -4- 
5 MMWfla30JiKJi; Kor^a R T =-NH 2/ n=2-3, 111=1, R 2 =-COOH, to R 3 He 
03Ha^aeT -4~MMwea30JiHJi; Korea Ri=-NHCOCH 3 , n=2, m=l, R 2 =-H, -COOH, 
to R 3 He 03Ha^aeT -4-WMWXia30JiMJi; Korea R t = HOOC-CH (NH 2 ) n=2, 
m=l, R 2 =H, -COOH, to R 3 He o3Ha^aeT -4-i4MMea30JiHji / -3-MHeojiwji, - 
3- (5-OH-MHeoJiMJi) ; Korea Ri= HOOC-CH (NH 2 ) -, n=l, m=l, R 2 =-COOH, to 
10 R 3 He 03HavaeT -4-MMMea30JiMJi; Korea Ri= NH 2 -CH ( [CH 2 ] k COOH) n=0, 
k=l-2, 111=1, R 2 =COOH, to R 3 He o3Ha^aeT -4-MMj<iea30JiMJi, Korea R;= 
NH 2 -CH ( [CH 2 ] 2 COOH) n=0, m=l, R 2 =H, to R 3 He osHa^aeT -4- 
MMHea30JiMji, Korea Ri= CH 3 -C0NH-CH (COOH) -, n=l, m=l, R 2 =H, to R 3 
He o3HauaeT - 4 —tamvljx a 3 o jihji , -3-HHeojinji, -3- ( 5-OH-MHeoJiwi) ; Korea 
15 Ri= CH 3 CONH-CH(COOH) -, n=2, m=l, R 2 =-COOH, to R 3 He 03Ha^aeT -3- 
MHeojiHJi; Korea Ri= CH 3 CONH-CH (CH 2 COOH) n=0, m=l, R 2 =H, to R 3 He 
03HaqaeT -4-MMnea30JiMJi / -3-iiHeojimi, -3- (5-OH-MHeojiMJi) ; Korea Ri= 
Ry-NH-CH (Rx-CH 2 -) n=0, m=l, R 2 =-COOH, ree Rx= -4-MMHea30JiMJi / - 
3-MHeojiMji, Ry= Boc-, Z-, H-, to R 3 He 03Ha^aeT -4-MMMea30JTOJi, - 
20 3-MHeojiHJi; Korea Ri= o- ,u r -17-C5H4N-, n=0, m=l, R 2 =H, to R 3 He 
03HanaeT -3-nHeojiMJi; -3- ( 5-OMe-nHeojimi) ; Korea R T =-COOH, n=l-2, 
111=1, R 2 =-COOH, to R 3 He 03HaqaeT -3-nHeojiMji; Korea Ri-CO- = pGlu- 
, n=0, m=l, R 2 =H, -COOH, -COOCH 3 , to R 3 He o3Ha^aeT -4- 
MMMea30jiHJi; Korea Ri-CO- = pGlu-, n=0, m=l, R 2 =COOH, to R 3 He 
25 o3HaMaeT -3-MHeojiMJi; Korea Rt-CO- = Pro-, n=0, m=l, R 2 =H, to R 3 
He o3HaqaeT -4-MMMea30JiHJi; Korea Ri-CO- = Pro-, n=0, m=l, 
R 2 =COOH, to R 3 He o3Ha^aeT -4-i4MHea30Jiwji, -3-nHeojiHJi; 

2. ElpoM3BoeHMe nenTMeoB no n.l, 
ree Ri=NH 2 -, n=2^5; R t =HOOC-, n=l-4; R a =Rz-OCO-, n=l-s-4, Rz= H wjih 
30 C!-C 3 yrjieBoeopoeHbiH paenKaji; R t = HOOC-CH 2 - (CH 3 ) C (Rv) n=l, Rv= 
H,OH,CH 3 ; Ri= Cr>H b CH 2 -OCO-NH-, n=2^3 ; Rt= Rx-CONH-, n-2+5, Rx=d-C 3 
yrjieBoeopoeHUH paeMKaJi; Ri=CH 3 CONH-CH (COOH) -, n=l-s-2; R a = CH3CONH- 
CH{ [CH 2 ]kCOOH)-, n=0, k=l+2; Ri= NH 2 -CH ( [CH 2 ] k COOH) - , n=0, k=l-^2; 
Ri= HOOC-CH { NH 2 ) - , n=l4-2; R T = CH 3 OOC-CH (NH 2 ) - , n=l-f-2; Ri= (CH 3 ) 3 C- 
35 OCONH-CH(COOCH 2 -C 6 H^) -, n=l-s-2; R L = -4-MMMea30JiMji, -3-mhbojimji, n=l 
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-s-3; Ri= Rb-CH 2 -CH (NHRy) Rb= -4-MMMfla30JiMJi, -3-wh.uojipiji, Ry= Boc- 
r Z-, H-, n=0; Ri= -CH 3 , n=3-5; R : = umkjio-C 6 Hii, n=0; Rr= o.M.n- 
C b H 4 N-, n=0; Ri-CO-= pGlu-, n=0; R x ~CO-= Pro-, roMO-Pro-, n.=0; 
R 2 =-H, -COOH, -COORz, Rz= H mjim C1-C3 yrjreBOflopoflHbifi pajmicaji, 

-n ; N 

R3=ni N I || M ^CH 3 



I 

CH3 





— N 



-<□ -a <j -o -o 

m=l; R 3 =-CH 3 , m=l-5; R 3 =-NH 2/ m=l-3; R 3 =-COOH, m=0-3; R 3 =-CH(NH 2 )- 
COOH, m=0-2, npiitjeM R 4 = -H, -OH, -OCH 3 , -OCH 2 C 6 H b . 

3 • Cnoco6 nojiy^eHHH npoM3Bo^Hbix nenTMflOB o6men $opMyjibi I 

Ri-(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 (I), 
I 

R 2 

mjim pix $apMaueBTM^ecKM npneMjieMHX cojiew, me R x npeccTaBJiaeT 
coCom aTOM BOflopofla mjim Ci-C 3 -yrjieBojaopo«HHrH paflMKaji, 3aMemeHHHiii 
$yHKUHOHajibHOM rpynnoM, BbiGpaHHOM M3 aMPiHO-, Ci-C 5 -aMMflo- f C1-C7- 
ypeTaHO- mm KapOoKCMjibHOM rpynn, npwweM KapCoKCHJibHan rpynna 
MoaceT 6litb 3Tepw$MUMpoBaHa, a aMUHorpynna MoaceT Omtb 3aMemeHa 
auMjibHbiM 3aMecTMTejieM vum 3$wpoM yrojibHofr kmcjiothi; mjim C1-C3 
yrjieBO£opoflHferft pa,n;nKaji, oBHOBpeMeHHo 3aMemeHHHM aMMHo- m 
Kap6oKCMJit,HOM rpynnow, npw^eM KapGoKcwjitHaa rpynna MoaceT 6utl 
3Tepw$Mij,MpoBaHa, a aMMHorpynna Mo»:eT Olitb 3aMemeHa auMJibHUM 
3aMecTMTejieM mjim 3$npoM yrojibHoii KMCJiOTbr; mjim C1-C3- 
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yrjieBOflopoaHbitf paamcaji, 3a M emeHHbiM MHfloJibHUM octhtkom mjim 5-6 
wieHHOH HacumeHHOH mjtm HeHacnmeHHOH muumnecKoii mjim 
reTepowamwecicoft rpynnoii, np^eM yrjieBo*opo fl Hbi* panmcaji mo^t 
co«e P3K aTb OHHOBpeMeHHo aMHHorpynny cBo6o fl Hyio mjih saMemeHHyra 
auMJibHHM saMeci-HTejieM hjim 3 $m P om yrojibnoit khcjioth; R 2 
npeccTaBjineT co6ok stom Bo«opo fl a vum fcyHKimoHajibHyK, rpynny, 
Bu6paH H yio m 3 KapGoKcwia, KOToptrw MoaceT ObiTb 3TepM$HUHpoBaH; R 3 
npeflCTaBJineT co6om hhhoji hjim ero ms thjib ho e m/ MJ ih riiijpoKcmibHoe 
nponsBOBHoe, np OTeM rnnpoKCMjibHaa rpynna MOJKeT 6biTb auwnipoBaHa, 
ajiKMjiMpoBaHa hjih apajiKKjiMposaHa ; 5-6 ^jieHHHe HacnmeHHHe h 
HeHacbimeHHbie uwonweciwe m Pwepoumtmecwe rpynnn, coflep^e 
KHCJTopon, cepy m/mjtm 1-3 aTOMa asoTa, hjim mx MeTHJibHHe 
npoHSBOAHbie; a TO M Bonopoaa hjtm C a -C 3 -yTJieBOflopoaHHft panmcaji, 
3 aMemeHHLM (fcyHKiwoHajibHOK rpynnoM, BH6paHHoii m 3 aMMHo— , Cl -C 5 - 
aMMa °"' C 1 -C,-ypeTaHO- mjih KapOoKcnjibHo* rpynn, npjmei* 
KapSoKCMJibHan rpynna mo^t GtiTb 3TepH$ KU Mpo B aHa, a amnorpynna 
MoaceT ObiTb 3a M emeHa auwibHhiM saMecTHTejieM mjtm 3 $m P om yrojibHoii 
kmcjioth; mjih Cl -C 3 yrjieBOflopoaiaift pawieaji, oflHospeMeHHo 
aaMemeHHUM ammo- m KapOoKcujibHo* rpynnoi*, n PH ,eM KapOoKCHJibHan 
rpynna mo^t ObiTb 3Tep M $Hu H poBaHa, a a^Horpynna Moace? StiTb 
aaMemena aiwjitHHM saMecTHTejieM mjim 3$h P om yrojibnoi* kmcjxoth, n=0- 
4, m=l-5, BKjnonaniwft aunjinpoBaHHe aMnnorpynnbi aMtiHocoennHemia 
o6me* ^opMyjiH NH 2 -CH (R ;; ) - ( CH, ) m -R ;i aKTMBnpoBaHHHM no KapeOKCHJIbHOfi 
rpynne coeflMHeHPieM oSmew fcopMyjin Ri- (CH 2 ) n -COX, r B e X- 
aKTMBMpyiomaK rpynna. 

4. Cnoco6 nojiy^eHHa npowsBOflHux nenraflOB o6mew $o P Myjibi (I) 
no n.3, OTjiHtjaiomMMCH TeM , <j TO K or«a Rl = H OOC-, n=1^4; 
Rl =HOOC-CH 2 -<CH,)C(Rv)-, n =l, Rv = H,C Hj ; R 2 =- H -COOCH3, b 
Ka^ecTBe aKTHBupoBaHHoro aMHHocoe« H HeHHH ncnojibayioT aH ™ W 
WKapSoHOBHx khcjiot vi npouecc Be«yT b opraHHiecKOM pacTBopnTejie . 

5. CnocoO noJiy^eHMH npoKSBoaHtix nenTHBos oOmen $o P Myjibi (I) 
no n.3, o™a BniM Hca t e m , <jto Korfla r 1= _ N h 2 , n=2 -3, R 2 =-H, 

R 3 = 




m=l , 
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Korna Ri=NH 2 ~, n=2-3 hjih Ri=HOOC-CH (NH 2 ) - , n=l-2, R 2 = -COOCH 3 , -H, 
N 

H / ra=l, 

b Ka^ecTBe auMjinpyiomero areHTa Mcnojib3yK>T neHTa$Top$eHMJioBLie 

3(£>MpBI N-6eH3HJIOKCMKap60HMJI~Y-aMHHOMaCJIHHOM KMCJIOTH, N- 

OeH3MjioKCMKapOoHMji-a-ajiaHMHa mjim a-6eH3HJioBoro 3$npa N-TpeT.~ 

6yTMJiOKCMKapGoHMji~L-rjiyTaMMHOBoii vum acnaparMHOBoii kmcjioth pi 

npouecc BeflyT b opram^qecKOM pacTBopMTejie c nocJie^yionp'iM 

oTmenjieHMeM ot 3anmmeHHtix npoM3BOflHux flMnenTMflOB N- 

5eH3MjiOKCMKap6oHMjibHOH 3amMTHO>i rpynnnr vl a-6eH3MjioBoro 3$Mpa 
KaTajiMTM^ecKHM rH,aporeHOJiPt30M, c nocjiejccyiomMM oTmenjieHweM N- 
TpeT . -GyTHJiOKCMKapOoHMJibHOK rpynnti b 6e3Bo^HOM kmcjiom cpe#e. 

6. Cnoco5 nojiy^eHMH npoM3BOBHHx nenTMjsoB o6meft $opMyjibi (I) 
no n.3, o t jimu ajomMMC ^ TeM, ^to Kor^a R 1 =CH 3 CONH-CH (COOH) 
n=l-2, R!=CH 3 CONH-CH { [CH 2 ] k COOH) -, n=0, k=!U-2, Ri=CH 3 CONH- , n=3-5, 

^ , H , m=l, b Ka^ecTBe auminpyiomero 

areHTa Mcnojib3yiOT n-HHTpo$eHMJian,eTaT . 

7. IlpoM3Bo«iiHbie neno-wjoB no n.l, obJiaHaioiime aHTMOKCMflaHTHtiM, 
aHTiipajiHKajifeHMM, JiPmpmperyjiMpyiomMM, rMnorjiMKeMPiuecKMM, 
npoTMBOBocnajiMTejibHUM, aHTHarperaHTHtiM, MMMyHOMOByjiMpyronJiMM 
AeMCTBweM, a Taioce cnocoOHocTbio MHj^yuMpoBaTb cncTeMy uMTOxpoMa 
P-4 50, MoayjiMpoBaTb MeTa6ojiM3M apaxw^oHOBOM kmcjtotm, ropMOHOB 
Kopbi HaflnoneqHHKOB, cHraaTb co.n;ep:*caHHe h aHTMreH-3aBMCMMyio 
ceKpeuPiio mcTaMWHa nepwroHeajibHbiMM Ty^HHMM KjieTicaMM, 
Mo^yjiMpoBaTb aKTMBHOCTb MaKpo$aroB, HaTypajibHHx rauuiepoB h 
cMCTeMy MHTep$epoHa (umtokmhob) . 

8. npon3Bojn;HLie nenTM^oB no n.l, oOjiacaoime 

aHTHaJlJieprH^eCKOfl aKTMBHOCTblO, a TaK3Ke aKTMBHOCTbK) B OTHOmeHKIH 

ycTpaHeHMH npi43HaKOB h npextynpe^meHMH acTMbi h 3M$n3eMH JierKMX. 



JIHCT B3AMEH H3T>HTOrO (IIPABHJIO 26) 



WO 99/01103 



PCI7RU98/00215 



145 

9. npoM3BOflHHe no n.l, obJiaaaouMe paH03a^HBjiHioiwiMii 

CBOHCTBaMM 14 aKTMBHOCTLK) B OTHOUieHMH yCTpaHeHHfl npM3HaKOB 

nopa^ceHM^i kom m koskhljx sabojieBaHiiH, HanpMMep ncopna3a r 3K3eMti, 
a Tarae BapwK03Horo pacuiMpeHun Ben. 
5 10. Ilpopi3BOj3;HBie nenwoB no n.l, oOJiasaiomMe sktmbhoctlk) b 

o t hoiii e hum npeaynpeTOeHMH Ewc^yHKUHOHajibHHx paccTpoiicTB, b tom 

UMCJie yrp03bl BLIKMSHIIia, flMC$yHKD.MOHaJIbHHX MaTO^HUX KpoBOTe^eHMii, 

aMeHopew m «p. 

11. IIpoM3BojiHiaie nenTMflOB no n.l, objiaflajoiime 
10 aHTMrMnoKCM^ecKoii m aHTMaTepocKjiepoTwyecKOM aKTMBHOCTbio, a Taicace 

aKTMBHOCTbio b oTHouisHMM ycTpaHeHMK npw3HaKOB aTepocicjiepo3a , 
HineMntiecKoii 6oJie3HM, o^ipeHMK, caxapHoro awaOeTa. 

12. npoM3BoxiHHe nenTMflOB no n.l, o6jiajo;aioiime 

renaTOnpOTeKTOpHbIMM CBOMCTBaMM M aKTMBHOCTLK) B OTHOUieHMPI 

15 ycTpaHeHMR pawiauHOHHtix nopapKeHMM, nopa^ceHMH ne^ieHM, b tom ^ncjie 
TOKCMqecKMx, renaTMTa, n,i4ppo3a, ajiKorojin3Ma . 

13. npoM3Bo«HLie nenTMflOB no n.l, oCnaflaiomiie cnocoOHOCTbio 
npeziynpeamaTb pa3BMTwe vl ycTpaH«Tb npw3HaKM repoHTOJiorwMecnx 
3a0ojieBaHPiH, b tom ^MCJie KaTapaKTu, n3MeHeHMM KoacHtix noKpoBOB, 

20 cTapMecKwx ncKtxo30B, 6ojie3HeH AnbixrefiMepa h ElapKMHCoHa. 

14. npoMSBOflHtre nenTMflOB no n.l, oOJiazjaomie 

aHTMbaKTepnaJlbHOM M npOTMBOBPipyCHOM aKTMBHOCTblO, B TOM ^LMCJie 
npOTHB BM^-MHieKUMM . 

15. npoM3BOAHbie nenTMflOB no n.l, oCjiaxtaiomPie 
25 npoTPiBoonyxojieBoii m aHTMMeTacTaTM^ecKow aKTMBHocTbio, b tom ^MCJie 

nppi mx co^eTaHHOM nppiMe h e hum c uwTOCTaTMKaMM m pamiOTepanKteii . 

16. npoM3BO,aHbie nenTH^OB no n.l b KauecTBe a^anToreHa nsin 
npeoxtoJieHMH cTpeccoBLix cocto^hmm, b tom ^MCJie Taacejion $M3M^ecKoii 
Harpy3KM. 

30 17. dJapMaueBTMtiecKan KOMno3Mu,nH, cojiep^amaH npoH3BOXiHoe 

nenTMfla o6meM cfcopMyjibi I 

Rr(CH 2 ) n -CONH-CH-(CH 2 ) m -R 3 (I), 
I 

35 R 2 

mjih ero $apMaueBTM^ecKi4 npweMjieMbie cojim, rjxe Ri npejicTaBjineT 
codow aTOM Bo#opo,aa mjim Ci-C 3 -yrjieBOflopo£Hbiw pa^MKaji, 3aMemeHHUM 
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$yHKUMOHaJibHoii rpynnow, Bbi5paHHOM H3 smmho - , Ci-Cs-aMnao- , C1-C7- 
ypeTaHo- mjim KapOoKCHJibHoii rpynn, nppraeM Kap6oKCHJibHa# rpynna 
MOJKeT 6htb 3TepM$Mui4poBaHa, a aMMHo rpynna mojkst Olitb 3aMemeHa 

aUMJILHLM 3aMeCTMTejieM HJIH 3$HpOM yrOJIbHOM kmcjiotli; MJIM C1-C3 

5 yrjieBOflopoHHhiii paflMKaji, oflHOBpeMeHHo 3 aMeme hhhm aMiiHo- vl 
KapCoKCMJibHoii rpynnoii, nppiqeM KapCoKCMjibHaa rpynna MoaceT 6biTb 
STepM^wuMpoBaHa, a aMMHorpynna MoaceT bbiTb 3aMemeHa aumibHtiM 
3aMecTMTejieM tajivl 3$wpoM yroJibHoft khcjioth; mjim C1-C3- 
yrjieBoxcopo^HbiM: pajc&HKaji, 3aMemeHHbrii mhj^o Jib hum ocTaTKOM vlsivl 5-6 

10 ^JieHHOM HactnueHHOM mjtm HeHacemeHHOM uMKJiM^iecKOM mjim 
reTepouHKjiM^ecKoii rpynnoii, npiweM yrjieBoxtopoEHbrii pa^MKaji MoateT 
co^ep^caTb oflHOBpeMeHHo aMMHorpynny cBObojiHyio mjim 3aMemeHHyio 
auMJibHbiM 3aMecTMTejieM pijih s^iipom yroJibHoii kmcjiotm; R 2 
npe^CTaBjineT coOom stom Boxtopcua mjipi <J)yHKUMOHaJibHyio rpynny, 

15 BblOpaHHyiO 143 Kap60KCMJia, KOTOpUM MO^CeT 6bITb 3TepM$wuPipoBaH; R 3 

npeccTaBJineT coOom hhaoji mjim ero MeTMjibHoe m/mjim rn«poKCPiJibHoe 
npow3BOflHoe, npnyeM rMflpoKCMjiLHan rpynna MO^eT CbiTb aunjinpoBaHa, 
a jikm jiup o b a h a mjim apajiKWJinpoBaHa; 5-6 xjjieHHbie HacumeHHtie m 
HeHacumeHHHe UMKjiM^ecKMe vl reTepomiKjiM^ecKMe rpynnbi, cojaep^camwe 
20 Kucjiopoji, cepy m/mjim 1-3 aTOMa a30Ta, hjik mx mg tm jib hlig 
npoM3BOBHHe; aTOM BOflopoxca vljivl Ci-C 3 -yrjieBOflopo,D;HbiJ4 paflmcaji, 
3aMemeHHbiM $yHKUMOHajibHOM rpynnofi, BbiOpaHHofr M3 aMMHo-, C1-C5- 
aMMflo-, Ci-C-7-ypeTaHo- vlsivl Kap6oKCMJibHOM rpynn, npwqeM 
KapGoKCHJibHa^i rpynna MoaceT 6HTb 3TepM$MuwpoBaHa f a aivEHHorpynna 

25 MO5K0T CbiTb 3aMemeHa aUMJTbHLIM 3aMecTMTeJieM VLSIVL 3$MpOM yrOJIbHOM 

KMCJiOTbi; vlsivl C1-C3 yrjieBosopojiHbEw pa^MKajt/ oflHOBpeMeHHO 
3aMemeHHbM aMHHo- n Kap6oKcmibHott rpynnon, np^meM KapOoKCMJibHan 
rpynna Mo*:e»r 6biTb 3TepM$MuwpoBaHa, a aMMHorpynna MoaceT 6biTb 
3aMemeHa aunjibHHM 3aMecTMTejieM vlsivl 3$npoM yroJibHoii kmcjioth, n=0- 
30 4, 111=1-5, b 3$$eKTMBHOM KOJiM^ecTBe vl $apMau,eBTM^ecKH npMGMJieMbie 

flOGaBKM. 



18. OapMaueBTM^ecKan KOMno3MUMH no n.17, 



oCjiasaioman 



aHTMrMnOKCM^eCKMM, 



aHTMOKCMJ];aHTHHM, 



aHTMpajIMKaJIbHbIM, 



jinnM«p e ry jinpy ioim<[M , 



rMnorjiMKeMMqecKMM, 



aHTHarperaHTHbiM, 



35 HMMyHOMOflyjIMpyiOIUPIM, 



paHOBaJKMBJIHXTOJIM, 



npoTHBoajiJieprM^ecKHM f 



aHTMaCTMaTM^eCKMM, 



npOTMBOBUpyCHLIM, 



aHTMbaKTepnaJib hum, 
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npoTMBoonyxojieBHM, aHTMMeTacTaTMqecKMM, aflan-roreHHbiM seiicTBMeM, 
cnoco6HOCTEKD MtmyuMpo b 3Tt> cwcTGMy uMToxpoMa P-450 ne^eHM, 

MOflyJIHpOBaTb MeTaOOJIH3M apaXMflOHOBOM kmcjiotbi, ropMOHOB Kopfei 

Hajmo^e^HMKOB, cHMDKaTb coaepsKaHMe m aHTMreH3aBMCMMyio ceKpeum 
5 rwcTaMMHa TytiHUMM KJieTKaMM, MonyjiMpoBaTb aKTMBHocTb MaKpo$aroB, 
HaTypajibHbix KMjuiepoB, cwcTeMy MHTep$epoHa (umtokmhob) , a Taicaee 
npeflynpe^maTb BbiKMflbnnM m jwcfcyHKuiioHajibHfcie MaTO^Hbie 
KpoBOTe^eHHH, npoHBjieHMH caxapHoro wabeTa, o^cwpeHwa, 
MineMMqecKOH 6ojie3HH f TOKCH^iecKHx nopa^ceHMM ne^eHM, renaTMTa, 
10 mippo3a, ajiKorojiM3Ma, paroiauMOHHbtx nopaaceHMii, crpeccoBbix 
coctohhmm, cnocoOHocTbio npejiynpe^cnaTb pa3BMTMe m ycTpaHHTb 
npw3HaKM repoHTojiorwqecKMx M3MeHeHMM . 

19. KocMeTwqecKoe cpescTBo, coflep^camee npoM3Bo«Hoe nenTMfla 
o6meM $opMyjibi I 

15 

Ri-(CH 2 )„-CONH-CH-(CH 2 )m-R3 0). 

I 

R 2 

20 mjim ero KocMeTM^ecKM npneMJieMLie cojim, rxce Ri npejjcTaBjuieT coCom 
aTOM Bo^opo^a mjim Ci-C.i~yrjieBOflopoflHbiM pa«anKaji, 3aMemeHHHiM 
$yHKUMOHajibHOM rpynnoM, BbiOpaHHOM M3 aMMHO-, d-C^-aMM^o-, C3-O7- 
ypeTaHo- mjim KapDoKCMJibHOM rpynn, npn^eM KapOoKCMJibHan rpynna 
MoaceT ObiTb 3Tepw$MiJ,MpoBaHa / a aMMHorpynna moecgt CbiTb 3aMemeHa 

25 aU,MJTbHbIM 3aMeCTMTeJieM MJIM 3$MpOM yrOJIbHOM KMCJIOTbi; MJIM C1-C3 

yrjieBojiopoflHbiM pajWKaji, osHOBpeMeHHo 3aMemeHHMM aMMHO- m 
Kap6oKCMjibHOM rpynnow, npM^eM Kap6oKCMjibHa*i rpynna Mo^ceT 6tiTb 
3TepM$>MUMpoBaHa f a aMMHorpynna MOJKeT ObiTb 3aMemeHa auMJibHHM 
3aMecTMTeJieM mjim 3$npoM yrojibHOM kmcjiotu; mjim C1-C3- 
30 yrjieBcaopojiHbiM pajwicaji, 3aMemeHHbiM MHXiojibHbiM ocTaTKOM mjim 5-6 
^jieHHOM HactimeHHOM mjim HeHacbimeHHoii uMKjiM^ecKOM mjim 
reTepou.MKJiM'yecKOM rpynnoM, npM^ieM yrjieBojiopoEHbiM: pa^MKaji MoaeeT 
cosep»caTb oflHOBpeMeHHo aMMHorpynny cBoDonHyio mjim 3aMemeHHyio 

aUMJIbHbIM 3aMeCTMTeJieM MJIM 3$HpOM yrOJIbHOM KMCJIOTbi; R 2 

35 npeflCTaBjineT coGom aTOM Bojp;opofla mjim $yHKUMOHajibHyio rpynny, 

BHGpaHHyiO M3 KapbOKCMJia, KOTOpblM MOKeT GfclTb 3TepM$MUMpOBaH; R 3 

npextCTaBJineT co6om mhjioji mjim ero MeTMJibHoe m/mjim rM^poKCMJiLHoe 
npoM3BOflHoe, npM^ieM rMflpoKCMJibHan rpynna MoaceT GbiTb auMJiwpoBaHa, 
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ajiKMjiMpoBaHa mjih apajiKMjiMpoBaHa; 5-6 ^JieHHHe HacbnueHHbie m 
HeHacumeHHHe uMKJiM^ecKMe w reTepouMKJiM^iecKMe rpynnbi, coflepaeamMe 
khcjiopojcc, cepy m/mjim 1-3 aTOMa a30Ta, mjim mx MeTMJibHHe 
npon3Boxi:HHe ; stom Bonopo^a mjim Ci-C 3 -yrjieBoxiopojctHbrfi pajmKaji, 
3aMemeHHtM ^yHKUMOHajibHOM rpynnow, BbiGpaHHOH M3 smwho- , C1-C5- 
awo-, Ci-Cz-ypeTaHo- hjih KapOoKCMjibHoii rpynn, npn^teivi 
KapGoKCMJibHan rpynna MOJKeT 6HTb 3TepM$MUMpoBaHa, a aMMHorpynna 
MoaceT 6biTb 3aMemeHa auMjibHHM 3aMecTMTejieM mjim 3<£>MpoM yrojibHOM 

KMCJIOTbi; MJIM C1-C3 yrjieBO^OpOflHHM paflMKaJI, OflHOBpeMeHHO 

3aMemeHHbiK aMMHo- m KapGoKCMJibHoii rpynnoM, npvmeu KapCoKCMjibHan 
rpynna Mo»;eT OtiTt 3TepM$Mii,MpoBaHa, a aMMHorpynna Mo^ceT CbiTb 
3aMemeHa amuibHUM 3aMecTHTejieM mjim 3$MpoM yrojibHOM kmcjiotbi, n=0- 
4, m=l-5, b 3$$eKTOBHOM KOJiM^ecTBe 14 KocMeTmecKw npneMjieMHe 

JIObaBKM. 

20. KocMeTpraecicoe cpe«CTBO no n.19, oOjiacaiomee 
aHTMOKCHflaHTHbiM, jiMnM^peryjiMpyoiuiM, MMMyHOMOflyjiMpyouMM, 

paHosa^cMBjiHioimiM, npoTMBoajuieprn^ecKiiM, npoTMBOBocnajiMTeJibHHM, 
aHTMacTMaTwqecKMM, npoTMBOBwpycHHM, aHTM6aKTepHajibHbnvi f 

npoTMBoonyxojieBbiM jseftcTBHeM, a Tarcace cnocoOHOCTbio MoxiyjiHpoBaTb 
MeTa6ojiH3M apaxM.no ho bom kmcjiotbi, cHwacaTb coflep^caHMe m 
aHTMreH3aBMCMMyio ceicpeiwio rncTaMMHa Ty^iHbiMM KjieTKaMM, 
MoxiyjiMpoBaTb aKTMBHocTb MaKpo$aroB, HaTypajibHHx KMjuiepoB, 
cMCTeMy MHTep$epoHa (umtokmhob) , a TaioKe 3$$eKTMBHoe npM 
ncopMa3e, 3K3gmg , BapMK03HOM pacuiMpeHMM BeH, OSKMp GHMM f 
pajXMauMOHHbix nopa^eeHMHx, cnocoOHOCTbio npextynpe^aTb pa3BMTMe m 
ycTpaHHTb npM3HaKM repoHTOJiorwqecKMX M3MeHeHMM. 

21. IlpMMB h b hm e npoM3BOHHbix nenTMEOB o6meM 4>opMyjiH I, 



Koraa Ri=NH 2 - , n=2-3, R!=NH 2 -CH (COOH) n=2, Ra=CH :} CONH-CH (COOH) - , 
n=l, R!=CH 3 CONH-CH (CH 2 COOH) n=0, R!-CO~=pGlu, n=0, R 2 =H, Kor^a 
R x = NH 2 -CH(C00H)-, n=l-2, R 2 =C00H, 



Ri-(CH 2 )n-CONH-CH-(CH 2 ) m -R 3 



(')» 



R 2 



r 



m=l , 



Kor^a R 1 -NH 2 - f n=2-3, Rt=NH 2 -CH (COOH) - , 



n=2, 



R 2 — H, 
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, m=l, vne R<= -H, -OH, -OCH 3 , -OCH 2 C6H 5 , 
5 b KanecTBe cpextcTB, o6jia,n,aioim<ix iiMMyHOMOflyjinpyioisMM m 
aHTMpaHHKajibHbiM (3a MCKjiio^eHMeM c o eflHHe hmii p-ajiaHMJirMCTaMMH, y- 
aMMHo CyTMpMJirwcT aMMH ) , aHTMrnnoKCMqecKHM, aHTMOKCMjcaHTHUM in 
vivo, jiMnMxtperyjiMpyiomMM, rMnorjiMKeMwyecKiiM, npoTMBo- 

BocnaJiMTejibHbiM/ aHTwarperaHTHbiM BeMCTBneM, a Taicace cnocoOHocTbio 
10 PiH^yuMpoBaTb cpicTeMy uMToxpoMa P-4 50, Mo^yjiMpoBaTb MeTa6ojiH3M 

apaXMflOHOBOM KMCJIOTH, TOpMOHOB KOpbl HaflllOHe^HMKOB f CHOTaTb 

cojiep^aHMe m aHTMreH3aBHCMMyio ceKpeiwio rwcTaMMHa Ty^HHMW 
KjieTKaMM, MojiyjiMpoBaTb aKTMBHOCTb MaKpo^aroB, HaTypajibHbix 
_KiuiJiepoB m cwcTeMy MHTep$epoHa (umtokpihob) . 
15 22. npMMeHeHMe npoM3BO«HHX nenTMflOB no n.21 b Ka^ecTBe 

cpejotCTB, o6jiacaioiUPix aHTMajuiepri-raecKoii aKTMBHocTbio (3a ncKjucraeHMeM 
coe^MHeHMH y-L-rjiyTaMUJirMCTaMMH) , a TaiCKe aKTMBHOCTbio b OTHomeHMM 
ycTpaHeHMH npn3HaKO b m npe,aynpe»meHMH acTMbi h 3M<J)i<i3eMbi jierraix. 

23. FIpiiMeHeHMe npoM3Bo,iiHbix nenTM^OB no n.21, o6jia,n;aiomMx 

20 paHO3a»CMBJIHI0mMMPI CBOilCTBaMM (KpoMe COeCMHeHMM P-aJiaHMJirHCTaMMH f 

y-L-rJiyTaMMjirncTaMMH) , vl aKTMBHocTbio b oth oine hum ycTpatieHMH 
nppi3HaKOB nopa^KeHMH kom, HanpwMep ncopwaaa, 3K3eMbi, a Taicace 

BapwK03Horo paciiMpeHMH BeH, 

24. IIpMMeHeHMe npoM3BOHHbix nenTMflOB no n.21 b Ka^ecTBe 

25 cpejicTB, o6jiacaiomMx aKTMBHocTbio b oTHoiueHMM npeflynpeacEeHKa 
XiiPic^yHKij.pioHaJibHbix paccTpopicTB, b tom ^tHCJie yrpo3H BbiKMflbnna, 
.mic^yHKUHOHajibHux MaTo^iHbix KpoBOTe^eHMti, aMeHopen m np. 

25. npMMGHGHMe npoM3BOflHbix nenTMflOB no n.21 b KaqecTBe 
cpeflCTB, o6jia«aiom*ix aHTwrMnoKCM^ecKOM h aHTHaTepocKJiepoTM^iecKoii 

30 aKTMBHOCTbK), a TaiOKe aKTHBHOCTbK) B OTHOHieHMM ycTpaHeHHH 

npM3HaKOB aTepocKjiepo3a f MiueMM^ecKoii 6ojie3HM, oacMpeHHH, 
caxapHoro flnaSeTa . 

26. IIpKMeHeHHe npoM3BOCHbix nenTMflOB no n.21 b Ka^ecTBe 
cpencTB, obJianaiomMX renaTonpoTeKTopHHMM CBOilCTBaMM w aKTMBHocTbio 

35 b oTHoineHMM ycTpaHeHMH pajiKEauMOHHtrx nopa^eHMM, nopa^ceHMit ne^eHW, 
b tom ^jpicjie TOKcw^ecKMx, renaTMTa, uwppo3a, aJiKorojiM3Ma . 
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27. TTpiiMeHGHMe nenTMjioB no n.21, b Ka^ecTBe cpeccTB, 
oOjiajjaoiXMx cnocoSHOCTbio npe^ynpeamaTb pa3BMTMe h ycTpaHHTb 
npM3HaKM repoHTOJioiwiecMx M3MeHeHMii, b tom ^MCJie KaTapaKTU, 
M3MeHeHMM kojkhlix noKpoBOB , CTap^ecKMx ncMX030B, 6ojie3He£i 

5 AnbureMMepa vl IlapKHHcoHa. 

28. npMMGHGHMe npon3BO«HHX nenTMCOB no n.21 b Ka^ecTBe 
cpextCTB, oGuiaflaiomMX aHTM6aKTepMajibHoii m npoTMBOBMpycHoii 

aKTMBHOCTLK), B TOM ^MCJie npOTMB BM-MH$eKUMM . 

29. npHMe h e hm e npoH3BO«HMx nenTMjxoB no n.21 b Ka^ecTBe 
10 cpe^CTB, oGJiaaaiOEUHx npoTMBoonyxojieBofi m aHTMMeTacTaTHqecKOM 

aKTMBHOCTblO, B TOM *iMCJie npi4 MX CO^eTaHHOM npMMGHGHMM C 

UMTocTaTMKaMM h paflMOTepanMeM . 

30. EipMMeHeHMe npoM3BO,miHLX nenTMjctoB no n.21 b Ka^ecTBe 
acanToreHa xuih npeoHOJieHMJi cTpeccoBHx coctohhmm, b tom ^MCJie 

15 THECeJIOM $M3MMeCKOM paGoTbi. 

31. CnocoG jie^eHMH mjim npo$MjiaKTHKM 3a6ojieBaHMM, BKjiicraaiomMM 
BBejjeHMe t enjioKpoBHtiM ^cmbothhm mjim ^ejioBeKy, HyroaiomPiMCH b TaKOM 
jie^eHMM, npoM3BOflHoro nenTMfla odmen $opMyjn>i I 

20 Rr(CH2)n-CONH-CH-(CH 2 ) m -R3 (I), 

I 

R 2 

mjim ero $apMaueBT>necKH npiieMJieMOM cojim, rue Ri npe^cTaBJineT 
25 coOom aTOM BOflopojia mjim Ci-Ca-yrjieBOflopojiHLDi pajmKan, 3aMeiueHHbiii 
(JyHKUMOHajibHOM rpynnow, BuOpaHHoii H3 aMMHo- , Ci-Cs^aMMjio- , C1-C7- 
ypeTaHo- mjim KapCoKCMjibHOM rpynn, npwqeM KapCoKCMJibHan rpynna 
Mo^ceT 6htb 3TepM$MU,MpoBaHa f a aMMHorpynna MoaceT 6biTb 3anemeHa 
auMJibHbiM 3aMecTMTejieM mjim 3$npoM yrojibHOM khcjiotm; mjim C1-C3 
30 yrjieBOflopoHHLiM pajcpucaji, ojaHOBpeMeHHo 3aMemeHHbtH aMMHo- m 
KapOoKCMJibHOM rpynnoM, npw^eM KapSoKCMjibHan rpynna MoaceT OtiTb 
3TepM$HUMpoBaHa f a aMMHorpynna MoaceT GtiTb 3aMemeHa auMjibHbiM 
3aMecTMTejieM mjim 3$mpom yrojibHOM kmcjiotbi; mjim C1-C3- 
yrjieBO«opo«HbiM pajwicaji, 3aMemeHHbiM MtmojibHtiM ocTaTKOM mjim 5-6 

35 ^JieHHOM HaCbimeHHOM MJIM HeHaCHmeHHOM UMKJIM^eCKOM MJIM 

reTepouMKjiM^ecKOM rpynnon, npwqeM yrjieBojiopo.nHbiM pa^MKaJi MoaceT 
coflep^caTb oflHOBpeMGHHo aMMHorpynny cBoOo^Hyio mjim 3aMemeHHyio 
auMJibHHM 3aMecTMTejieM mjim 3$npoM yrojibHoii kmcjioth; R2 
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npeflCTaBjineT co6om aTOM Bonopo;aa mjim $yHKHMOHajibHyio rpynny, 

BHlSpaHHyiD M3 KapSOKCMJia, KOTOPHM MOECeT 6bITb 3TepM$MUPipoBaH; R 3 

npescTaBjineT co6om mhbojt mjim ero MeTMjibHoe m/mjim rMEpoKCMJibHoe 
npoM3BOflHoe, npM^eM rMflpoKCMjibHan rpynna MoaceT 6trrb auMJiMpoBaHa, 
5 ajiKHJiKipoBaHa mjim apaJiKMjiMpoBaHa; 5-6 ^jieHHue HacumeHHHe m 
HeHacbimeHHLie UMKjiM^ecKMe m reTepouMKJiMHecKHe rpynnu, cojocep^anme 
KMCjiopojs, cepy m/pijtm 1-3 a*roMa a30Ta, mjim mx MeTMJibHtie 
npoM3BOflHbie; aTOM Bojjopo,aa mjim Ci-C3-yrjieBo,n;opoEHb[M pajmicaji, 
3aMemeHHtM $yHKU,MOHajibHOPi rpynnoft, BLi6paHHofi M3 aMMHo-, Ci-C 5 - 
10 aMHflo-/ Ci-C 7 -ypeTaHo- mjim KapCoKCMjibHOM rpynn, npw^eM 
KapGoKCMjibHaH rpynna MoaceT 6HTb 3TepM$MUMpoBaHa, a aMMHorpynna 
Mo»eT 6HTb 3aMemeHa auMJibHbiM 3 aMe c tmt e jt gm mjim s^mpom yrojibHoii 
kmcjioth; mjim C1-C3 yrjieBOflopo^HbiM pajjpucaji, o^HOBpeMeHHo 
3aMemeHHbipi aMMHO- m KapboKCMJibHOM rpynnoii, npw^eM KapOoKCMjibHan 
15 rpynna MoaceT 6tiTb 3TepM$MUMpoBaHa, a aMMHorpynna MoaceT 6uTb 
3aMemeHa aijMJibHbiM 3aMecTMTejieM mjim 3$mpom yrojibHOM kmcjiotli, n=0- 
4, m=l-5, b 3$$eKTMBHOM kojim^gctbg m $apMaueBi«M*iecKM npMeMJieMfeix 
CoOaBOK. 

32, Cnocod jieneHMH mjim np o $m ji a ktmkm no n. 31 , b kotopom 
20 3a6ojieBaHMH bhCmp aioT M3 ajuieprM^ecKMx, BocnajiMTejibHux, 

SpOHXMaJIbHOM aCTMU, 3M$M3eMbI JierKMX, nCOpMa3a, 3K3SMH; 

BapMK03Horo pacniMpeHM^ bgh, jiMc^yHKUMHajibHux paccTpoMCTB, yrpo3b[ 
BbiKMAtiina, MaTo^HHx KpoBOTe^eHMM, aTepocKjiepo3a, wmeMM^ecKOM 
6ojie3HM, osKMpeHMH, caxapHoro flnabeTa, mh^gkumohhhx ( BMpycHHx m 
25 6aKTepMajibHHx) , oHKOJiorMMecKMX, renaTMTOB, UMppo3a ne^eHM, 
ajiKorojiM3Ma f a Taicace paflMauMOHHHx nopaaceHMM, nopa^ceHMM ne^eHM, b 

TOM tjHCJie TOKCM^eCKMX , V epOHTO JIOrM^eCKMX M3MGHGHMM • 
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